This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 

• BLACK BORDERS 

• ■ TEXT CUT OFF AT TOP. BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SK.EWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND Wll ITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 

IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents mil not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(19) World Intellectual Property Organization 
International Bureau 

(43) International Publication Date 
24 April 2003 (24.04.2003) 




PCT 



llilllilil 



(10) International Publication Number 

wo 03/033478 Al 



(51) International Patent Classification': C07D 239/96, 

487/04, A61K 31/51, A61P 19/02, C07D 471/04 // (C07D 
471/04, 239:00, 221:00) (C07D 487/04, 249:00, 239:00) 

(21) International Application Number: PCT/EP02/12194 

(22) International Filing Date: 11 October 2002 (11.10.2002) 

(25) Filing Language: English 

(26) Publication Language: English 

(30) Priority Data: 

PCT/EPOl/1 1824 12 October 2001 (12.10.2001) EP 
PCT/EP02A)8475 12 July 2002 (12.07.2002) EP 

(71) Applicant (for all designated States except US): 
WARNER-LAMBERT COMPANY LLC [USAJS]; 
201 Tabor Road, Morris Plains, NJ 07950 (US). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): GAUDILLIERE, 
Bernard [FR/FR]; 8, rue de Zilina, F-92000NanteiTC (FR). 
JACOBELLI, Henry [FR/FR]; 65, Avenue du G^n^ral 
de Gaulle, F-91550 Paray Vieille Poste (FR). WILSON, 
Michael, William [US/US]; 3520 Charter Place, Ann Ar- 
bor, MI 48 1 05 (US). PICARD, Joseph, Armand [US/US]; 
44809 Saltz Road, Canton, MI 48187 (US). 

(74) Agents: HIRSCH, Denise et aL; Pfizer Global Research 
and Development, Fresnes Laboratories, 3-9, rue de la 
Lege, Boite Postale 100, F-94265 Fresnes Cedex (FR). 

(81) Designated States (national): AE, AG, AL, AM, AT, AU, 
AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, 
CZ, DE, DK, DM, DZ, EC, EE, ES. FI, GB, GD, GE, GH, 



GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, 
MX, MZ, NO, NZ, OM, PH, PL, PT, RO, RU, SD, SE, SG, 
SI, SK, SL, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, 
VC. VN, YU, ZA, ZM, ZW. 

(84) Designated States (regional): ARIPO patent (GH, GM, 
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW), 
Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 
European patent (AT, BE, BG, CH, CY, CZ, DE, DK, EE, 
ES, FI, FR, GB, GR, IE, FT, LU, MC. NL, PT, SE, SK, 
TR), OAPI patent (BF. B J, CF, CG, CI. CM, GA, GN, GQ, 
GW, ML, MR, NE, SN, TD, TG). 

Declarations under Rule 4.17: 

— as to applicant 's entitlement to apply for and be granted 
a patent (Rule 4. J 7(ii)) for the following designations AE, 
AG, AU AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, 
CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, ES, FI, 
GB, GD, GE, GH, GM, HR, HU, ID, IL, IK IS, JP, KE, KG, 
KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV,MA, MD, MG, MK, 
MN, MW, MX, MZ, NO, NZ, OM, PH, PL, PT, RO, RU, SD, 
SE, SG, SI, SK, SL, TJ, TM, TN, TR, TT, TZ, UA, UG, UZ, 
VQ VN, YU, ZA, ZM, ZW, ARIPO patent (GH, GM, KE, LS, 
MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW), Eurasian patent 
(AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), European patent 
(AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, 
GR, IE, IT, LU, MC, NL, PT, SE, SK, TR), OAPI patent (BF, 
BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, 
TD, TG) 

— of inventorship (Rule 4. 1 7(iv)) for US only 
Published: 

— with international search report 

[Continued on next page] 



= (54) Title: ALKYNYLATED FUSED RING PYRIMIDINE COMPOUNDS AS MATRIX METALLOPROTEASE-13 
= INHIBITORS 




o 



(57) Abstract: A compound 
selected &om those of formula 
(I), wherein Wi represents O, S, 
or -NR3 in which R3 represents 
hydrogen, alkyl, OH or CN; 
(I) W2 represents a group selected 
from hydrohen, CF3, NH2, 
monoalkylamino, dialkylamino, 
alkyl, alkenyl, alkynyl, aryl. 
arylalkyl, cycloalkylalkyl, 
heterocycle, these groups being 
optionally substituted, or Wi and W2 form together a group of formula -N=X4-W3- as defined in the description, Xi, X^^^nd X3 
represent N or C optionally substituted, n is 0 to 8, Z represents -CR12R13, wherein R12 and R13 are as defined in the description, A 
rejaesents a ring system, the groups R2 represent hydrogen or various chemical groups as defined in the description, cjisOno 7; Ri 
represents hydrogen, alkyl, alkenyl, alkynyl, or a ring system, and optionally, its optical isomers, N-oxidc, and i.:iWition salts thereof 
with a pharmaceutical ly-acceptable acid or base, and medicinal products containing the same are useful/ ^iygific inhibitdrs oi* 
type- 13 matrix metalloprotease. . ^V^^i 
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TITLE OF THE INVENTION 

ALKYNYLATED FUSED RING PYRIMIDINE 
COMPOUNDS AS MATRIX METALLOPROTEASE-13 
INHIBITORS 

FIELD OF THE INVENTION 

The present invention relates to novel alkynylated fused ring pyrimidine compounds which 
5 are useful for preparing medicinal products for treating complaints involving a therapy 
with a matrix metalloprotease-13 (MMP-13) inhibitor. These medicinal products are useful 
in particular for treating certain inflammatory conditions such as rheumatoid arthritis or 
osteoarthritis, as well as certain proliferative conditions such as cancers. 

TECHNOLOGICAL BACKGROUND OF THE INVENTION 

10 Matrix metalloproteases (MMPs) are enzymes which are involved in the renewal of 

extracellular matrix tissue, such as cartilage, tendons and joints. MMPs bring about the 
destruction of the extracellular matrix tissue, which is compensated for, in a non- 
pathological physiological state, by its simultaneous regeneration. 

Under normal physiological conditions, the activity of these extremely aggressive 

15 peptidases is controlled by specialized proteins, which inhibit MMPs, such as the tissue 
inhibitors of metalloprotease (TIMPs). 

Local equilibrium of the activities of MMPs and of TIMPs is critical for the renewal 
of the extracellular matrix. Modifications of this equilibrium, which result in an excess of 
active MMPs, relative to their inhibitor, induce a pathological destruction of cartilage, 

20 which is observed in particular in rheimiatoid arthritis and in osteoarthritis. 

In pathological situations, an irreversible degradation of articular cartilage takes 
place, as is the case in rheumatic diseases such as rheumatoid arthritis or osteoarthritis. In 
these pathologies, the cartilage degradation process predominates, leading to a destruction 
of the tissue and resulting in a loss of function. 

25 At least twenty different matrix metalloproteases have been identified to date and are 

subdivided into four groups, the coUagenases, the gelatinases, the stromelysins and the 
membrane-type MMPs (MT-MMPs), respectively. 
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Matrix metalloprotease-13 (MMP-13) is a coUagenase-type MMP which constitutes 
the predominant collagenase observed during osteoarthritis, in the course of which 
pathology the chondrocyte directs the destruction of cartilage. 

There is a need in the prior art for novel MMP inhibitors, more particularly for 
5 MMP-13 inhibitors, in order to prevent and/or correct the imbalance in the renewal of 
extracellular matrix tissue, such as arthritis, rheumatoid arthritis, osteoarthritis, 
osteoporosis, periodontal diseases, inflammatory bowel disease, psoriasis, multiple 
sclerosis, cardiac insufficiency, atherosclerosis, asthma, chronic obstructive pulmonary 
diseases (COPD), age-related macular degeneration (ARMD) and cancer. 
10 MMP-inhibitor compounds are known. Most of these MMP-inhibitors are not 

selective for a single MMP, such as those described by Montana and Baxter (2000) or by 
Clark etal. (2000). 

There is also a need in the prior art for novel inhibitors that are active on matrix 
metalloprotease-13, in order to enrich the therapeutic arsenal that can be used for treating 
15 pathologies associated with the destruction of the extracellular matrix and with cancer. 

PRIOR ART DESCRIPTION 

The patent apphcation W09826664 describes quinazolinone compounds which are 
used as new antifungic compounds. The US patent 5,389,631 describes new 
dioxoquinazoline and dioxobenzodiazepine amino acid derivatives which are analogs as 
20 fibrinogen receptor antagonists and can be used in the treatment of pathologies wherein 
inhibition of the fibrinogen of blood and inhibition of the aggregation of blood platelets are 
involved. The US patents 4,818,819 and 4,902,796 describes a process for the preparation 
of some alkenyl derivatives of pyrido[2,3-d]pyrimidine, which are chemicals intermediates 
for the preparation of antineoplastic agents. 

25 The compounds of the present application are novel and represent powerful 

inhibitors of MMP-13. They are consequently of use in the treatment of rheumatoid 
arthritis, osteoarthritis, osteoporosis, periodontal diseases, inflammatory bowel disease, 
psoriasis, multiple sclerosis, cardiac insufficiency, atherosclerosis, asthma, chronic 
obstructive pubnonary diseases (COPDs), age-related degeneration (ARMD) and cancer. 
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SUMMARY OF THE INVENTION 

The applicant has identified novel alkynylated fused ring pyrimidine compounds that 
are matrix metalloprotease inhibitors, and more specifically compounds that are selective 
MMP-13 inhibitors. 

More specifically, the present invention relates to compounds of formula (I) : 




wherein 

Wi represents an oxygen atom, a sulfur atom, or a -NR3 group in which R3 represents 
hydrogen atom, (CrC6)alkyl, hydroxyl or cyano, 

W2 represents a group selected from : 

• hydrogen atom, trifluoromethyl, amino, mono(Ci-C6)alkylamino, 
di(Ci -C6)alkylamino, 

• (Ci-C6)alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, aryl, aryl(Ci-C6)alkyl, 
cycloalkyl(CrC6)alkyl, 5- or 6-membered monocycle heteroaryl, and 5- or 6- 
membered monocycle heterocycloalkyl, each of these groups being optionally 
substituted by one to four groups, which may be identical or different independently 
of . each other, selected from halogen, amino, mono(Ci-C6)alkylamino, 
di(Ci-C6)alkylamino, cyano, trihalogeno(Ci-C6)alkyl, (Ci-C7)acyl, -C(=0)0R4, 
-OR4 and -SR4, wherein R4 represents a hydrogen atom or a (Ci-C6)alkyl group, 

or Wi and W2 form together a group of formula N-X4=W3 (in which the nitrogen atom is 
bound in place of the group Wi and the group W3 is bound in place of the group W2) 
wherein: 

• W3 represents a nitrogen atom or a group -CR5 in which R5 is selected from : 
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- a hydrogen atom, 

- -0R6, -SR6 in which Re is selected from hydrogen, (Ci-C6)alkyl and 
aryl(CrC6)alkyl; 

- (Ci-C6)alkyl, cycloalkyl, aryl, aryl(CrC6)alkyl, heteroaryl, and 
5 heterocycloalkyl, each of these groups being optionally substituted by a group 

selected from -(CH2)p-0H and -(CH2)p-NH2, wherein p is an integer from 0 to 4 
inclusive, 

• X4 represents a nitrogen atom or a group -CR? in which R7 is selected from 
hydrogen, -NR8R9, -ORg, -SRs, (CrC6)alkyl, cycloalkyl, aryl, aryl(Ci-Cio)alkyl, 
10 heteroaryl, and heterocycloalkyl, 

^ each of these groups being optionally substituted by a group selected 
from -(CH2)p-0H and -(CH2)p-NH2, wherein p is as defined 
hereinbefore, 

and in which Rg and R9, identical or different independently of each 
15 other, are selected from hydrogen, (Ci-C6)alkyl and aryl(CrC6)alkyl, 

Xi, X2 and X3, identical or different independently of each other, represent a nitrogen atom 
or a carbon atom, the said carbon atom being optionally substituted by one group selected 
from : 

• (Ci-C6)alkyl, hydroxyl, (Ci-C6)alkoxy, halogen, trifluoromethyl, cyano, nitro, 

20 • -S(0)tiiR4 wherein ni represents an integer from 0 to 2 inclusive and R4 represents 

an hydrogen atom or a (Ci-C6)alkyl group, 

• and -NRioRi 1 wherein: 

^ Rio and Rn, which may be identical or different independently of each 
other, represent a group selected from hydrogen, (Ci-C6)alkyl, 
25 hydroxy(Ci-C6)alkyl, and aryl(Ci-C6)alkyl, 

/ or Rio and Rn form together with the nitrogen atom to which there are 
bound, a 5- or 6-ring members which can optionally contain a second 
hetero atom selected from nitrogen and oxygen, and which can be 
optionally substituted by a (CrC6)alkyl group, 
30 with the proviso that not more than two of the groups Xi, X2 and X3 simultaneously 
represent a nitrogen atom. 
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n is an integer from 0 to 8 inclusive, 

Z represents -CR12R13, wherein R12 and R13, identical or different independently of each 
other, represent a group selected from hydrogen, (CrC6)alkyl, trihalogeno(Ci-C6)alkyl, 
halogen, amino, mono(Ci-C6)alkylamino, di(Ci-C6)alkylainino, -OR4, -SR4, -C(=0)0R4, 
5 R4 being as defined hereinbefore, or -CR12R13 form together a carbonyl group, and 

- wherein when n is greater than or equal to 2, the hydrocarbon chain Z optionally contains 
one or two isolated or conjugated multiple bonds, 

- and/or wherein when n is greater than or equal to 2 one of said -CR12R13 may be replaced 
with a group selected from oxygen, S(0)n2 in which n2 represents an integer from 0 to 2 

10 inclusive, -NH and -N(Ci-C6)alkyl, 

A represents a group selected from aryl, heteroaryl, cycloalkyl, and heterocycloalkyl, these 
groups being a 5- or 6-membered monocycle, or bicycle itself composed of two 5- or 6- 
membered monocycles, 

the groups R2, which may be identical or different independently of each other, are 
15 selected from hydrogen, (CrC6)alkyl, halogen, cyano, nitro, trihalogeno(Ci-C6)alkyl, 
-NRioRii. -ORh, -SRi4, -SOR14. "SO2R14, (CrC7)acyl, -(CH2)kNRioRn, 
-X5(CH2)kNRioRn. -(CH2)kS02NRi4Ri5, -X5(CH2)kC(=0)ORi4, -(CH2)kC(=0)ORi4, 
-X5(CH2)kC(=0)NRi4Ri5, -(CH2)kC(=0)NRi4Ri5, -X6-R16 and tri(CrC6)alkyl-Si-0- in 
which each alkyl is identical or different independently of each other, and in which : 
20 • X5 represents an oxygen atom, a sulfur atom, a -NH group, or a -N(CrC6)alkyl 

group, 

• k is an integer from 0 to 3 inclusive, 

• Rio and Ru are as defined hereinbefore, 

• Ri4 and R15, identical or different independently of each other, represent hydrogen or 
25 (CrC6)alkyl, 

• Xg represents a single bond, -CH2-, an oxygen atom or a sulfur atom which is 
optionally substituted with one or two oxygen atoms, 
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• Ri6 represents a group selected from aryl, heteroaryl, heterocycloalkyl, and 
cycloalkyl, each of these groups being optionally substituted by one to four groups, 
which may be identical or different independently of each other, selected from 
(Ci-C6)alkyl, halogen, trihalogeno(CrC6)alkyl, hydroxyl, (CrC6)alkoxy, mercapto, 
(Ci-C6)alkylthio, amino, mono(Ci-C6)alkylamino, and di(Ci-C6)alkylamino, 

q is an integer from 0 to 7 inclusive, 

Ri represents a group selected from: 

- hydrogen, (Ci-C6)alkyl, (C2-C6)alkenyl, and (C2-C6)alkynyl, the groups alkyl, alkenyl 
and alkynyl being optionally substituted by one to three groups, which may be identical or 
diffCTent independently of each other, selected from amino, mono(Ci-C6)alkylamino, 
di(CrC6)alkylamino, cyano, trihalogeno(Ci-C6)alkyl, -C(=0)0R4, -OR4, -SR4, in which R4 
is as defined hereinbefore, 

- and the group of formula : 




in which: 

• m is an integer from 0 to 8 inclusive, 

• Y represents -CRigRi9, wherein Rig and R19, identical or different independently of 
each other, represent a group selected from hydrogen, (CrC6)alkyl, phenyl, 
trihalogeno(CrC6)alkyl, halogen, amino, mono(Ci-C6)alkylamino, 
di(Ci-C6)alkylamino, -OR4, -SR4 and -C(=0)0R4 wherein R4 is as defined hereinbefore, 
and 

- wherein when m is greater than or equal to 2, the hydrocarbon chain Y optionally 
contains one or two isolated or conjugated multiple bonds, 

- and/or wherein when m is greater than or equal to 2, one of said -CRigRig may 
be replaced with a group selected from oxygen, -S(0)n3 wherein n3 is an integer from 
0 to 2 inclusive, -NH- and -N(CrC6)alkyl, 
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• B represents a group selected from aryl, heteroaryl, cycloalkyl, and 
heterocycloalkyl, these groups being a 5- or 6-membered monocycle, or bicycle itself 
composed of two 5- or 6-membered monocycles, 

• r is an integer from 0 to 7 inclusive, 

5 •the group(s) Rn, which may be identical or different independently of each other, 

are selected from hydrogen, (CrC6)alkyl, halogen, cyano, nitro, 
trihalogeno(Ci-C6)alkyl, -NRioRn, -ORh, -SRh, -SORh. -SO2R14, (Ci-C7)dcyl, 
-(CH2)kNRioRiu -(CH2)k-OR,4, -(CH2)k-SRi4, -(CH2)k-SORi4, -(CHjVSOzRm, 
^X5(CH2)kNRioRn, -(CH2)kS02NRi4Ri5. -X5(CH2)kC(=0)ORi4, -(CH2)kC(=0)ORi4, 
10 -X5(CH2)kC(=0)NRioRii, -(CH2)kC(0)NR,oRii, -X6-R16, and -(CH2)k-C(0)-OR2o, in 

which: 

X5, k, Rio, Rii, Ri4, Ri5,X6 and R16 are as defined hereinbefore, 
and R20 represents a group selected from -T-OR14, -T-NRioRii, 
-T-C(0)0Ri4, -T-C(0)NRioRii in which T represents a linear or 
15 branched (Ci-C6)alkylene chain and Rh, Rio, and Rn are as defined 

hereinbefore, 

and optionally, their optical isomers , N-oxides, and addition salts thereof with a 
pharraaceutically-acceptable acid or base, 

with the proviso that when Wi represents -NR3, W2 represents hydrogen atom, Xi and X2 
20 represent each a -CH group, X3 represents nitrogen atom, n is equal to zero, A represents a 
phenyl group, q is equal to one, Rj represents hydrogen atom, and R2 represents a group - 
(CH2)k-C02Ri4 bound on the para position of the phenyl ring, then k is an integer from 1 to 
6, 

and also with the proviso that compounds of formula (I) is not 2-amino-6-phenylethynyl- 
25 3H-pteridin-4-one. 

According to a first embodiment, the invention relates to compounds of formula (I) 
wherein : 
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Wi represents an oxygen atom, a sulfur atom, or a -NR3 group in which R3 represents 
hydrogen atom, (CrC6)alkyl, hydroxyl or cyano, 



W2 represents a group selected from : 

• hydrogen atom, trifluoromethyl, amino, mono(Ci-C6)alky]amino, 
5 di(CrC6)alkylamino, 

• (Ci-C6)alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, aryl, aryl(CrC6)alkyl, 
cycloalkyl(CrC6)alkyl, 5- or 6-membered monocycle heteroaryl, and 5- or 6- 
membered monocycle heterocycloalkyl, each of these groups being optionally 
substituted by one to four groups, which may be identical or different independently 

10 of each other, selected from halogen, amino, mono(Ci-C6)alkylamino, 

di(CrC6)alkylamino, cyano, trihalogeno(CrC6)alkyl, (Ci-C7)acyl, -C(=0)0R4, 
-OR4 and -SR4, wherein R4 represents a hydrogen atom or a (CrC6)alkyl group, 
and Xi, X2, X3, Ri, R2, A, Z, n and q are as defined hereinbefore. 

According to a second embodiment, the invention relates to compounds of formula (I) 
15 corresponding to formula (lA) : 




(I/A) 



wherein : 

W3 represents a nitrogen atom or a group -CR5 in which R5 is selected from : 

- a hydrogen atom, 

20 - -0R6, -SR6 in which R6 is selected from hydrogen, (CrC6)alkyl and 

aryl(Ci-C6)alkyl; 

- (Ci-C6)alkyl, cycloalkyl, aryl, aryl(Ci-C6)alkyl, heteroaryl, and 
heterocycloalkyl, each of these groups being optionally substituted by a group 
selected from -(CH2)p-0H and -(CH2)p-NH2, wherein p is an integer from 0 to 4 

25 inclusive. 
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X4 represents a nitrogen atom or a group -CR? in which R? is selected from hydrogen, 
-NR«R9, -ORg, -SRg, (CrC6)alkyl, cycloalkyl, aryl, aryl(CrCio)alkyl, heteroaryl, and 
heterocycloalkyl, 

^ each of these groups being optionally substituted by a group selected 
5 from -(CH2)p-0H and -(CH2)p-NH2, wherein p is as defined 

hereinbefore, 

and in which Rg and R9, identical or different independently of each 
other, are selected from hydrogen, (CrC6)alkyl and aryl(Ci-C6)alkyl, 
and Xi, X2, X3, Ri, R2, A, Z, n and q are as defined in formula (I). 

10 The invention relates particularly to the compounds of formula (f) in which: 

W2 represents a group selected from hydrogen atom, (Ci-C6)alkyl, aryl(Ci-C6)alkyl and 

(C3'C6)cycloalkyl(CrC6)alkyl, 

Wi represents an oxygen atom or a sulfur atom, 

Xi represents a -CH group, 
15 X2 represents a -CH group or a nitrogen atom, 

X3 represents a -CH group, 

and Ri, R2, A, Z, n and q are as defined in formula (I). 

The invention relates also particularly to the compoimds of foraiula (I) in which: 

W2 represents a group selected from hydrogen atom, amino, mono(Ci-C6)alkylamino, 
20 di(CrC6)alkylamino, (Ci-C6)alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, aryl, aryl(CrC6)alkyl, 

and (C3-C6)cycloalkyl(CrC6)alkyl, 

Wi represents an oxygen atom or a sulfur atom, 

Xi represents a nitrogen atom or a -CH group 

X2 represents a -CH group, 
25 X3 represents a -CH group, 

and Ri, R2, A, Z, n and q are as defined in formula (I). 

In a particular embodiment the invention relates to the compounds of formula (lA) : 
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a/A) 



wherein : 

W3 represents -CR5 wherein R5 represents a hydrogen atom or a methyl group, 
X4 represents a nitrogen atom or -CR? wherein R7 represents a hydrogen atom or a methyl 
5 group, 

n is an integer from 1 to 4 inclusive, 

and Xi, X2, X3, Ri, R2, A, Z and q are as defined in the formula (I). 

In another embodiment, the invention relates particularly to the compounds of formula (I) 
in which: 

10 W2 represents a group (Ci -C6)alkyl, 

Wi represents an oxygen atom, 

Xi represents a -CH- group, 

X2 represents a -CH- group, 

X3 represents a -CH- group, 
15 and Ri, R2, A, Z, n and q are as defined in formula (I). 

The invention also relates to the compounds of formula (I) in which: 
A represents a group selected fi-om phenyl, pyridyl, thienyl, imidazolyl, furyl, 
benzodioxolyl, benzodioxinyl, benzothienyl, benzofuryl, benzo-l,2,5-thiadiazolyl, benzo- 
1,2,5-oxadiazolyl and indolyl, 

20 q is an integer from 0 to 4 inclusive, 

the group(s) R2, which may be identical or different, are selected from hydrogen, 
(Ci-C6)alkyl, halogen, cyano, nitro, trihalogeno(Ci-C6)alkyl, -NR14R15, -OR14, -SO2R14, 
-(CH2)icS02NRi4Ri5, -X5(CH2)kC(=0)ORi4, -(CH2)kC(=0)ORi4, -X5(CH2)kC(K))NRi4Ri5, 
-(CH2)kC(=0)NRi4Ri5 and -X6-R16 in which : 
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• X5 represents an oxygen atom, a sulfur atom, or a -NH group, 

• k is an integer from 0 and 3 inclusive, 

• Ri4 and Ris identical or different, independently of each other, represent hydrogen or 
(CrC6)alkyl, 

5 • Xe represents an oxygen atom, 

• R16 represents a phenyl group which is optionally substituted with one or more 
groups, which may be identical or different, independently of each other, selected from 
(Ci-C6)alkyl, halogen, and hydroxyl, 

and Wi, W2, Xi, X2, X3, Ri, Z and n are as defined in formula (I). 

10 The invention also relates to the compounds of formula (I) in which: 

A represents a group selected from phenyl, pyridinyl, thienyl, imidazolyl, fiiryl, and 
benzodioxolyl, 

q is an integer from 0 to 4 inclusive, 

the group(s) R2, which may be identical or different independently of each other, are 
15 selected from hydrogen, (CrC6)all<:yl, halogen, cyano, nitro, trihalogeno(CrC6)alkyl, 
-NR14R15, -OR14, -SO2R14, -(CH2)icS02NRi4Ri5, -X5(CH2)kC(=0)ORi4, 
-(CH2)kC(=0)OR,4, -X5(CH2)kC(=0)NR,4Ri5, and -(CH2)icC(=0)NR,4Ri5 in which : 

• X5 represents an oxygen atom, a sulfur atom, or a -NH group, 

• k is an integer from 0 and 3 inclusive, 

20 • Ri4 and R15 identical or different, independently of each other, represent hydrogen or 

(CrC6)alkyl, 

and Wi, W2, Xi, X2, X3, Ri, Z and n are as defined in formula (I). 

The invention also relates to the compounds of formula (I) in which: 
A represents a group selected from phenyl, imidazolyl, liy-[l,2,3]tria2olyl, and 
25 l//-[l,2,4]tTiazolyl, 

q is an integer from 0 to 2 inclusive. 
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the group(s) R2, which may be identical or different, independently of each other, are 
selected from hydrogen, -OR14, -Xe-Ria, and tri(Ci-C6)alkyl-Si-0- in which each alkyl is 
identical or different independently of each other, in which : 

• Ri4 represents hydrogen or (Ci-C6)alkyl, 

• X6 represents a single bond, 

• R16 represents a phenyl group 

and Wi, W2, Xi, X2, X3, Ri, Z and n are as defined in formula (I). 

The substituent A that is preferred according to the invention is the phenyl group or the 1- 
imidazolyl group optionally substituted by one group R2 as defined in the compound of the 
formula (I). 

The substituent A that is preferred according to a specific embodiment of the invention is 
the phenyl group optionally substituted by one group R2 as defined in the compound of the 
formula (I). 

Especially preferred compounds of the invention are compoimds of formula (I) wherein A, 
R2 and q, took together, represent a /jara-methoxyphenyl group. 

Preferred compounds of the invention are those compoimds of formula (I) wherein n is 
equal to one. 

Advantageously, preferred compoimds of the invention are those compounds of formula (I) 
wherein Z represents a group -CRuRu in which R12 and Rn represent each a hydrogen 
atom. 

The invention also relates to the compounds of formula Q) in which Ri represents 
hydrogen, (Ci-C6)alkyl or the group of formula : 




in which: 



• m is an integer from 0 to 3 inclusive, 
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• Y represents -CR18R19, wherein Rig and R19 , identical or different independently of 
each other, represent a group selected from hydrogen, (Ci-C6)alkyl, and phenyl, 

- and wherein when m is greater than or equal to 2, the hydrocarbon chain Y 
optionally contains one multiple bonds, 

5 - and/or wherein when m is greater than or equal to 2,one of said -CR18R19 may be 

replaced with a group selected from oxygen, -S(0)n3 wherein n3 is an integer from 0 
to 2 inclusive, and -NH-, 

• B represents a group selected from phenyl, pyridinyl, thienyl, imidazolyl, fiiryl, 
benzodioxolyl, benzodioxinyl, benzothienyl, benzofuryl, benzo-l,2,5-thiadiazolyl, 

10 benzo-l,2,5-oxadiazolyl, naphtyl and indolyl, 

• r is an integer from 0 to 3 inclusive, 

• the group(s) R17 which may be identical or different, independently of each other, 
are selected from hydrogen, (CrC6)alkyl, halogen, cyano, nitro, trihalogeno(Cr 
C6)alkyl, -NR14R15, -OR14, -SO2R14, -(CH2)kS02NR,4Ri5, -X5(CH2)kC(=0)OR,4, 

15 -(CH2)kC(=0)ORi4, -X5(CH2)kC(=0)NRi4Ri5, •(CH2)icC(=0)NRi4Ri5 wherein : 

- k is an integer from 0 to 3 inclusive, 

- X5 represents an oxygen atom, a sulfur atom, or a group -NH-, 

- Ri4 and R15, identical or different independently of each other, represent a 
hydrogen atom or a (Ci-C6)alkyl group, 

20 and Wi, W2, Xi, X2, X3, R2, Z, n and q are as defined in formula (T). 

The invention relates also to the compoimd of formula (I) in which R\ represents a group 
of formula : 

in which: 

25 • m is an integer from 0 to 3 inclusive, 

• Y represents -CR18R19. wherein Rig and R19 , identical or different independently of 
each other, represent a group selected from hydrogen and methyl, and 

- wherein when m is greater than or equal to 2, the hydrocarbon chain Y optionally 
contains one double bonds, 
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- and/or wherein when m is greater than or equal to 2,one of said -CR18R19 inay be 
replaced with a group selected from oxygen, -S(0)n3 wherein n3 is an integer from 0 
to 2 inclusive, and -NH-, 

• B represents a group selected from phenyl, pyridinyl, thienyl, imidazolyl, furyl, and 
5 benzodioxolyl, 

• r is an integer from 0 to 3 inclusive, 

• the group(s) Rp which may be identical or different, independently of each other, 
are selected from hydrogen, (Ci-C6)alkyl, halogen, cyano, nitro, trihalogeno(Cr 
C6)alkyl, -NR14R15, -OR14, -SO2R14, -(CH2)kS02NRi4Ri5, -X5(CH2)kC(=0)ORi4, 

10 (CH2)kC(=0)ORi4, -X5(CH2)kC(=0)NR,4Ri5, -(CH2)kC(=0)NRi4Ri5 wherein : 

- k is an integer from 0 to Sinclusive, 

- X5 represents an oxygen atom, a sulfur atom, or a group -NH, 

- Ri4 and R15, identical or different independently of each other, represent a 
hydrogen atom or a (Ci-C6)alkyl group, 

15 and Wi, W2, Xi, X2, X3, R2, Z, n and q are as defined in formula (1). 

Still other preferred compounds of the invention are compounds of formula (I) wherein W2 
represents an oxygen atom, Wi represents a linear or branched (Ci-C6)alkyl group and Ri 
represents a group of formula : 




20 in which Y, B, Rn, m and r are as defined in the compound of formula (T). 

The substituent Ri that is preferred according to the invention is the group of fonnula : 




in which m is equal to one, Y represents a methylene group, B represents a phenyl group 
which is optionally substituted with one group Rn which represents a group 
25 (CH2)k-C(=0)ORi4 in which k and Rh are as defined in the compound of fonnula (I). 
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Still other preferred compounds of the invention are compounds of formula (lA) wherein 
Wi and W2 form together a group or formula N-X4=W3 wherein W3 represents a group - 
CR5 in which R5 is an hydrogen atom, X4 represents an nitrogen atom and Ri represents a 
group of formula : 




in which Y, B, Rn, m and r are as defined in the compound of formula (lA). 



Still other preferred compounds of the invention are compounds of formula (lA) wherein 
Ri represents a group of formula : 




10 in which m is equal to one, Y represents a methylene group, B represents a phenyl group 
which is optionally substituted with one group Rn which represents a group 
-(CH2)rC(=0)ORi4 in which k and R14 are as defined in the compound of formula (lA). 



The substituent Ri that is preferred according to the invention is the group of formula : 




15 in which m is equal to one, Y represents a methylene group, B represents a phenyl group, r 
is equal to one, and R17 represents a group selected firom -(CH2)k"C(=0)ORi4, 
-(CH2)k-ORi4, -(CH2)kC(=0)NRioRn, -(CH2)k-C(0)-OR2o, in which: 

^ k, Rio, Ri 1, and Rh are as defined in the compoxmd of formula (I), 
^ and R20 represents a group -T~NRioRii, in which T represents a linear or 
20 branched (C2-C4)alkylene chain and Rio, and Rn are as defined in the 

compound of formula (I). 



More particularly, the invention related to the following compounds of formula (I) : 

• methyl 4- {6-[3-(4-methoxyphenyl)-prop- 1 -ynyl]- 1 -methyl-2,4-dioxo- 1 ,4- 

dihydro-2i/-quina2olin-3 -ylmethyl} -benzoate. 
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• 4-[ 1 -methyl-2,4-dioxo-6-(3-phenyl-prop- 1 -ynyl)- 1 ,4-dihydro-2//^-quina2olin-3- 
ylmethyl]-ben2oic acid, 

• 4- {6-[3 -(4-methoxy-phenyl)-prop- 1 -ynyl]- 1 -niethyl-2,4-dioxo- 1 ,4-dihydro-2/f- 
quinazolin-3-ylmethyl} -benzoic acid, 

• 4-[l-methyl-2,4-dioxo-6-(3-phenyl-prop4-ynyl)-l,4-dihydro-2/f-pyri 
i/]pyrimidin-3-ylinethyl]-benzoic acid, 

• 4- {6-[3-(4-methoxy-phenyl)-prop- 1 -ynyl]- 1 -methyl-2,4-dioxo- 1 ,4-dihydro-2i/- 
pyrido[3,4-rf]pyrimidin-3-ylmethyl}-benzoicacid, 

• 4-benzyl-7-(3-phenyl-prop-l-ynyl)-4/7-[l,2,4]triazolo[4,3-a]quinazo 

• 4-ben2yl-7-[(4-methoxyphenyl)-prop- 1 -ynyl]-4/f-[ 1 ,2,4]-triazolo[4,3-a] 
quinazolin-5-one, 

• methyl 4-{7-[3-(4-methoxy-phenyl)-prop4-ynyl]-5-oxo-5Ar-[l,2,4]triazolo[4,3- 
a] quinazolin-4-ylmethyl}-benzoate, 

• 4-[5-oxo-7-(3-phenyl-prop-l-ynyl)-5//-[l,2,4]triazolo[4,3-fl]quinazolin-4- 
ylmethylj-benzoic acid, 

• 4-(l -methyl-2,4-dioxo-6-(2-phenylethynyl)-l ,4-dihydro-2H-quinazolin-3- 
ylmethyl)-benzoic acid, 

• 3-(4-fluorobenzyl)-6<3-phenyl-prop-l-ynyl)-l-methyl-l^^-quinazoUn-2,4-di 

• 3 -(4-fluorobenzyl)-6-[3-(4-niethoxyphenyl)-3-oxo~prop- 1 -ynyl)- 1 -methyl- IH- 
quinazolin-2,4-dione, 

• methyl 4-[ 1 -methyl-2,4-dioxo-6-(3-phenyl-prop- 1 -ynyl)- 1 ,4-dihydro-2/f- 
quinazolin-3-ylmethyl]-benzoate, 

• 3-(4-fluorobenzyl)-6-[3 -(4-methoxyphenyl)-prop- 1 -ynyl]- 1 -methyl- IH- 
quinazolin-2,4-dione, 

• 3-(3-chloro-benzyl)-l-methyl-6-(3-phenyl-prop-ynyl)-ljy-quinazoline-2,4-dione, 

• 3-(3-fluoro-benzyl)-l-methyl-6-(3-phenyl-prop-l-ynyl)-l/^quinazolm^ 
dione, 

• 3-(4-Chloro-benzyl)- 1 -methyl-6-(3-phenyl-prop- 1 -ynyl)- l//-qmnazoline-2,4- 
dione, 

• 3-(4-bromo-benzyl)-l-methyl-6-(3-phenyl-prop-l-ynyl)-li/-quinazoline-2,4- 
dione. 
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• 3-(3,4-difluoro-ben2yl)-l-me1hyl-6-(3-phenyl-prop-l-ynyl)-l/f-quin^^ 
dione, 

• tert'hutyl 4-[6-(3-biphenyl-4-yl-prop- 1 -ynyl)- 1 -methyl-2,4-dioxo- 1 ,4-dihydro- 
2i/-quinazolin-3-ylmethyl]-ben2oate, 

5 • tert-hutyl 4- {6-[3-(4-fluoro-phenyl)-prop-l-ynyl]-l-methyl-2,4-dioxo-l,4- 

dihydro-2//-quinazolin-3 -ylmethyl} -benzoate, 

• 4-[6-(3-imidazol- 1 -yl-prop- 1 -ynyl)- 1 -methyl-2,4-dioxo- 1 ,4-dihydro-2//- 
quinazolin-3-ylmethyl]-benzoic acid - trifluoro-acetic acid, 

• 3-(3,4-difluoro-benzyl)-6-(3"iniidazol-l-yl-prop-l-ynyl)-l-methyl-l//^ 
1 0 quinazoline-2,4-dione, 

• 2-dimethylamino-ethy 1 4-[ 1 -methyl-2 ,4-dioxo-6-(3 -phenyl-prop- 1 -ynyl)- 1 ,4- 
dihydro-2i/-quina2olin-3-ybnethyl]«ben2oate, 

• 4-(6-' {3-[4-(rer/-butyl-dimetliyl-silanyloxy)-phenyl]-prop- 1 -ynyl} - l-methyl-2,4- 
dioxo-1 ,4-dihydro-2J^/-quinazolin-3-ylmethyl)-ben2oic acid, 

15 • ^,yV-dimethyl-4-[ 1 -niethyl-2,4-dioxo-6-(3-phenyl-prop- 1 -ynyl)- 1 ,4-dihydro-2//- 

^ quinazolin-3-ylinethyl]-benzamide, 

• l-methyl-6-(3-phenyl-prop-l-ynyl)-3-[4-(piperidine-l-carbonyl)-benzyl]-l//- 
quina2oline-2,4-dione, 

• iV-ethyl-4-[ 1 -methyl-2,4-dioxo-6-(3 -phenyl-prop- 1 -ynyl)- 1 ,4-dihydro-2i?/- 
20 quinazolin-3-ylmethyl]-benzamide, 

• 6-[3-(4-chloro-phenyl)-prop-l-ynyl]-3-(3,4-difluoro-benzyl)-l-methyl-liif- 
quinazoline-2,4-dione, 

• 3-(3-chloro-benzyl)-6-[3-(4-chloro-phenyl)-prop-l-ynyl]-l-methyl-l//- 
quina2oline-2,4-dione, 

25 • 3 -(4-hydroxyniethyl-ben2yl)- 1 -methyl-6-(3-phenyl-prop - 1 -ynyl)- 1 H- 

quina2oline-2,4-dione, 

• l-methyl-3-[4-(4-methyl-piperazine-l-carbonyl)-ben2yl]-6-(3-phenyl-prop-l- 
ynyl)- lH-quinazoline-2,4-dione, 

• //,7V-bis-(2-hydroxy-ethyl)-4-[ 1 -methyl-2,4-dioxo-6-(3-phenyl-prop- 1 -ynyl)- 1 ,4- 
30 dihydro-2/f-quinazolin-3-ylmethyl]-benzainide, 

• 3-(3,4-difluoro-benzyl)-6-[3-(4-fluoro-phenyl)-prop- 1 -ynyl]- 1 -methyl- 1//- 
quinazoline-2,4-dione, 
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• 3-(3,4-difluoro-benzyl)-l-methyl-6-(3-[l,2,3]triazoI4-yl-prop-l-^^ 
quina2oline-2,4-dione, 

• 3-(3,4-difluoro-benzyl)-l-methyl-6-(3-[l,2,4]triazol-l-yl-pro^^ 
qumazoline-2,4-dione, 

5 • 3-(3 ,4-dichloro-ben2yl)- 1 -inethyl-6-(3-[ 1 ,2,4]triazol- 1 -yl-prop- 1 -ynyl)- IH- 

quinazoline-2,4-dione, 

• and 3-(3,4-dichloro-benzyl)- 1 -methyl-6-(3-phenyl-prop- 1 -ynyl)- liZ-quinazoline- 
2,4-dione. 

The optical isomers, the N-oxides, as well as the addition salts with a pharmaceutically- 
10 acceptable acid or base, of the preferred compounds and the various embodiment of the 
invention form an integral part of the invention. 

The invention also relates to a pharmaceutical composition comprising as active ingredient 
an effective amount of a compound of formula (I) together with one or more 
pharmaceutically-acceptable excipients or carriers. 

15 Another embodiment of the invention concerns the use of the compound of formula (I) for 
the preparation of a medicinal product intended for treating a disease involving therapy by 
inhibition of matrix metalloprotease, and more particularly of type- 13 matrix 
metalloprotease. 

The invention also relates to a method for treating a living body afflicted with a disease 
20 involving a therapy by inhibition of matrix metalloprotease, and more particularly of type- 
13 matrix metalloprotease, the said method comprising the administration of an effective 
amount of a compound of formula (I) to a patient in need thereof. 

A preferred method of treatment according to this invention is treatment of a disease 
selected from arthritis, rheumatoid arthritis, osteoarthritis, osteoporosis, periodontal 
25 diseases, inflammatory bowel disease, psoriasis, multiple sclerosis, cardiac insufficiency, 
atherosclerosis, asthma, chronic obstmctive pulmonary diseases, age-related degeneration 
and cancers. 
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DETAILED DESCRIPTION OF THE INVENTION 

The compounds provided by this invention are those defined in formula (I). In formula (I), 
it is understood that : 

- a (Ci-C6)alkyl group denotes a linear or branched group containing from 1 to 6 
5 carbon atoms ; example of such groups, without implying any Umitation are methyl, ethyl, 

propyl, isopropyl, tert-butyl, neopentyl, hexyl, 

- a (C2-C6)alkenyl group denotes a linear or branched group containing from 2 to 6 
carbon atoms, and one or more double bonds ; examples of such groups without implyiug 
any limitation are vinyl, allyl, 3-buten-l-yl, 2-methyl-buten-l-yl, hexenyl, 

10 - a (C2-C6)alkynyl group denotes a linear or branched group containing from 2 to 6 

carbon atoms, and one or more triple bonds ; examples of such groups without implying 
any limitation are ethynyl, propynyl, 3-butyn-l-yl, 2-methyl-butyn-l-yl, hexynyl, 

- a (Ci-C6)alkoxy group means the alkyl group as mentioned above bound through an 
oxygen atom ; examples of such compounds without implying any limitation are methoxy, 

15 ethoxy, K-propyloxy, ^er/-butyloxy, 

- a mono(Ci-C6)alkylamino denotes a amino group substituted by one (Ci-C6)alkyl 
group as defined hereinbefore ; example of such groups, without implying any limitation 
are methyl amino, isobutyl amino, ethylamino, 

- a di(CrC6)alkylamino denotes a amino group substituted by two (CrC6)alkyl 
20 groups as defined hereinbefore, each alkyl group being identical or different independently 

of each other ; example of such groups, without implying any limitation are 
dimethylamino, diethylamino, 

- an aryl group denotes an aromatic monocyclic or bicyclic system containing from 5 
to 10 carbon atoms, and in the case of a bicyclic system, one of the ring of which is 

25 aromatic in character, and the other ring of which may be aromatic or partially 
hydrogenated ; examples of such groups without implying any limitation are, phenyl, 
naphthyl, indenyl, benzocyclobutenyl, 

- a heteroaryl group denotes an aryl group as described above in which 1 to 4 carbon 
atoms are replaced by 1 to 4 hetero atoms selected from oxygen, sulfiir and nitrogen ; 

30 examples of such groups without implying any limitation are furyl, thienyl, pyrrolyl. 
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pyrazolyl, pyridyl, pyrimidyl, pyrazinyl, benzofiiryl, benzothienyl, indolyl, quinolyl, 
isoquinolyl, imidazolyl, benzodioxolyl, benzodioxinyl, benzo[l,2,5]thiadiazolyl, 
benzo[l,2,5]oxadiazolyl, [l,2,3]triazolyl, [l,2,4]triazolyl, 

- a cycloalkyl group denotes a monocyclic or bicyclic system containing jfrom 3 to 10 
carbon atoms, this system being saturated or partially imsaturated but without aromatic 
character ; examples of such groups without implying any limitation are cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl, cyclooctyl, cycloheptyl, adamantyl, decalinyl, 
norbomyl, 

- a heterocycloalkyl group denotes a cycloalkyl group as defined hereinbefore in 
which 1 to 4 carbon atoms are replaced by 1 to 4 hetero atoms selected firom oxygen, 
sulfur, and nitrogen, 

- a bicycle denotes two fused-monocycle or two bridged-monocycle, 

- a trihalogeno(Ci-C6)alkyl group denotes an alkyl group as defined above which 
contains a trihalogeno group ; examples of such groups without implying any limitation are 
trifluoromethyl, 2,2,2-trifluoroethyl, 

- a (CrC7)acyl group denotes an alkyl group or a phenyl group as defined above 
bound through a carbonyl group ; examples of such groups without implying any limitation 
are acetyl, ettiylcarbonyl, benzoyl, 

- a multiple bond denotes double bond or triple bond, 

- a halogen atom means fluoro, chloro, bromo or iodo, 

- optical isomers refer to racemates, enantiomers and diastereoisomers. 

The invention also relates to the pharmaceutically acceptable salts of the compounds of 
formula (I). A review of the pharmaceutically acceptable salts will be foimd in Pharm, 
ScL, 1977, 66, 1-19. 

Pharmaceutically acceptable acids mean non-toxic mineral or organic acids. Among those 
there may be mentioned, without implying any limitation, hydrochloric acid, hydrobromic 
acid, sulfuric acid, phosphonic acid, nitric acid, citric acid, acetic acid, trifluoroacetic acid, 
lactic acid, pyruvic acid, malonic acid, succinic acid, glutaric acid, fimiaric acid, tartaric 
acid, maleic acid, ascorbic acid, oxalic acid, methanesulfonic acid, camphoric acid, 
benzoic acid, toluenesulfonic acid, etc... 
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Pharmaceutically acceptable bases mean non-toxic mineral or organic bases. Among those, 
there may be mentioned, without implying any limitation, sodiimi hydroxide, potassium 
hydroxide, calcium hydroxide, triethylamine, tert-butylanune, dibenzylethylenediamine, 
piperidine, pyrrolidine, benzylamine, quaternary ammonium hydroxides etc... 




The invention also relates to a process for the preparation of compounds of formula (I), 
which uses as starting material a compound of formula (II): 



(ID 



in which Ri, Wi, W2, Xi, X2 and X3 have the same definitions as the compounds of 
formula (I), and Ti represents a group selected fi-om hydrogen, halogen, mesylate, triflate, 
formyl, acetyl, and ester, 

compound of formula (II) which is treated : 

❖ either when Ti represents an halogen atom, a mesylate group, or a triflate group, in 
the presence of a base under conditions of palladium-catalyzed alkynylation with a 
compound of formula (HI): 

^CH 

in which A, Z, R2, q and n are as defined for the compounds of formula (I), 
to yield the compoxmds of formula (I), 



(I) 




❖ or when Ti represents an hydrogen atom, with iodine to yield in situ the 
corresponding iodide intermediate, which is treated directly without isolation or 
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purification, with a compound of fonnula (HI) as described hereinbefore, under conditions 
of palladium-catalyzed alkynylation in the presence of a base, 
to yield the compounds of formula (I), 

❖ or when Ti represents an iodine atom, with 2-trimethylsilylacetylene under 
conditions of palladium-catalyzed alkynylation in the presence of a base, to yield the 
compounds of formula (rVa): ^ 

W 

OVa) 




in which Ri, Wi, W2, Xi, X2 and X3 are as defined hereinbefore, 

and subsequently treated the compound of fonnula (TVa) with a strong base in polar 
sblvant, to yield the firee alcyne compound of formula (IV): 




' (IV) 



0 

in which Ri, Wi, W2, Xi, X2 and X3 are as defined hereinbefore, 

❖ or when Ti represents an acetyl group, first with lithium diisopropylamine at -78°C 
in an inert solvent to provide an enolate, second with diethyl chlorophosphate and 
subsequently with lithium diisopropylamine, to yield a compound of formula (IV): 

W, 



(IV) 




in which Ri, Wi, W2, Xi, X2 and X3 are as defined hereinbefore. 
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and condensing the compound of formula (TV), in the presence of triphenylphosphin and 
PdCl2(PPh3)2, under basic conditions to a compound of formula (V): 




in which A, Z, R2, q and n are as defined hereinbefore and G represents a leaving group, 
to yield the compound of formula (I), 




(I) 



❖ or when Ti represents an ester group, with a reductive agent, to yield the 
corresponding aldehyde compound of formula (VI): 




0 



in which Ri, Wi, W2, Xi, X2 and X3 are as defmed hereinbefore, 
and subsequently : 

• either condensing said compoimd of formula (VI), in basic conditions, with 
diazomethyl trimethyl silane or with diazomethyl diethoxy phosphonate, to yield, 
after basic treatment, a compound of formula (IV) as defined hereinbefore : 




and adding said compound of formula (IV) to a compoimd of formula (V) as 
described hereinbefore : 
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(V) 



in which R2, A, Z, q, n and G are as defined hereinbefore, 
to yield the compound of formula (I), 

• or reacting, said compound of formula (VI), with tetrabromomethane in the presence 
of triphenylphosphine in an aprotic solvent to yield a compound of formula (VII) : 



in which Ri, Wi, W2, Xi, X2 and X3 are as defined hereinbefore, 

and dehalogenating said compound of formula (VII) through treatment with a strong 

base in an inert solvent, or with butyllithium in presence of triphenylphosphine and 

zinc, to yield the compound of formula (IV) as defmed hereinbefore, 

and reacting said compound of formula (IV) with a compound of formula (V) as 

defined in the previous step to yield a compound of a general formula (T): 



The compounds of formula (I) are purified, where appropriate, according to a conventional 
purification technique, and separated, where appropriate, into their different isomers 
according to a conventional separation technique, and converted, where appropriate, into 
addition salts thereof with a pharmaceutically-acceptable acid or base. 




ay,' 




n 



(D 



The compounds of formula (IV): 
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wherein Wi, W2, Xi, X2, X3 and Ri are as defined in compounds of fonnula (I) 
are novel useful intermediates for the preparation of compounds of formula (I). 

The compounds of fonnula (VI) 




wherein Wi, W2, Xi, X2, X3 and R\ are as defined in compoimds of formula (I) 
are also novel useful intennediates for the preparation of compounds of formula (I). 



The compounds of formula (II) used as starting material may be distinguished into two 
groups which are respectively represented : 
10 > by the compounds of the fonnula (n/A) : 



o 



(n/A) 



wherein : 

Wi represents an oxygen atom, a sulfiir atom, or a -NR3 group in which R3 represents 
hydrogen atom, (CrC6)alkyl, hydroxyl or cyano. 



15 



W2 represents a group selected from : 

• hydrogen atom, trifluoromethyl, 
di(Ci-C6)alkylamino, 



amino, 



mono(Ci-C6)alkylamino, 
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• (CrC6)alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, aryl, aryl(CrC6)alkyl, 
cycloalkyl(Ci-C6)alkyl, 5- or 6-membered monocycle heteroaryl, and 5- or 6- 
membered monocycle heterocycloalkyl, each of these groups being optionally 
substituted by one to four groups, which may be identical or different independently 
5 of each other, selected from halogen, amino, mono(Ci-C6)alkylamino, 

di(CrC6)alkylamino, cyano, trihalogeno(Ci-C6)alkyl, (Ci-C7)acyl, -C(=0)0R4, 
-OR4 and -SR4, wherein R4 represents a hydrogen atom or a (Ci-C6)alkyl group, 

Ti represents a group selected from hydrogen, halogen, mesylate, triflate, formyl, acetyl, 
and ester, and Ri, Xi, X2, and X3 are as defmed in the compounds of formula (I), 

10 > and by the compounds of formula (II/B) : 




ai/B) 



o 



wherein : 

W3 represents a nitrogen atom or a group -CR5 in which R5 is selected from : 

- a hydrogen atom, 

15 - -OR^, -SR^ in which R^ is selected from hydrogen, (CrC6)alkyl and 

aryl(Ci-C6)alkyl; 

- (Ci-C6)alkyl, cycloalkyl, aryl, aryl(CrC6)alkyl, heteroaryl, and 
heterocycloalkyl, each of these groups being optionally substituted by a group 
selected from -(CH2)p-0H and -(CH2)p-NH2, wherein p is an integer from 0 to 4 

20 inclusive, 

X4 represents a nitrogen atom or a group -CR? in which R7 is selected from hydrogen, 
-NR«R9, -ORs, -SRs, (CrC6)alkyl. cycloalkyl, aryl, aryl(Ci-Cio)alkyl, heteroaryl, and 
heterocycloalkyl, 

^ each of these groups being optionally substituted by a group selected 
25 from -(CH2)p-0H and -(CH2)p-NH2, wherein p is as defined 

hereinbefore, 
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^ and in which Rg and R9, identical or different independently of each 
other, are selected from hydrogen, (Ci-C6)aikyl and aryl(Ci-C6)alkyl, 

Ti represents a group selected from hydrogen, halogen, mesylate, triflate, formyl, acetyl, 
and ester, and Ri, Xi, X2, and X3 are as defined in the compound of formula (I). 

5 In an advantageous embodiment of the invention, the process for the preparation of 
compounds of formula (I) comprises the following step : 

• reacting as starting material, a compound of formula (II/A) : 




(n/A) 



o 



in which Wi represents an oxygen atom, W2 represents a (CrC6)alkyl group, Xi 
10 represents a -CH group, X2 represents a nitrogen atom or a -CH group, X3 represents a - 

CH group, and T\ represent a iodine atom or a triflate group, and Ri represents a group 
of formula : 




in which Y represents a methylene group, m is equal to one, B represents a phenyl 
15 group, Ri7 is as defined in the compound of formula (I) and r is equal to one, 

• with, as reagent, a compound of formula (HI) : 




in which Z represents a methylene group, n is equal to one, A is a phenyl group, q is 
equal to zero or one, and R2 is as defined in the compound of foraiula (I), 

20 to yield a compound of formula (I/a), which constitutes a particular subgroup of the 
compounds of formula (I): 
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in which W2, X2, R2, q and Rn are as defined hereinbefore. 
The compounds of formula (H/A) 




(n/A) 



o 



5 wherein : 

Wi represents an oxygen atom, a sulfur atom, or a -NR3 group in which R3 represents 
hydrogen atom, (Ci-C6)alkyl, hydroxyl or cyano, 

W2 represents a group selected fi'om : 

• hydrogen atom, trifluoromethyl, amino, mono(Ci-C6)alkylamino, 
10 di(CrC6)alkylamino, 

• (Ci-C6)alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, aryl, aryl(CrC6)allcyl, 
cycloalkyl(Ci-C6)allcyl, 5- or 6-membered monocycle heteroaryl, and 5- or 6- 
membered monocycle heterocycloalkyl, each of these groups being optionally 
substituted by one to four groups, which may be identical or different independently 

15 ' of each other, selected from halogen, amino, mono(CrC6)alkyl amino, 

di(CrC6)alkylamino, cyano, trihalogeno(Ci-'C6)aIkyl, (Ci-C7)acyl, -C(=0)0R4, 
-OR4 and -SR4, wherein R4 represents a hydrogen atom or a (Ci-C6)alkyl group, 

Ti represents a halogen atom, 

and Ri, Xi, X2, and X3 are as defined in the compounds of formula (I), 
20 are also novel xiseful intermediates for the preparation of compounds of formula (I). 
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The compounds of formula (II/A) may be obtained through the synthetic way described in 
scheme 1. 



Scheme 1 




(H/Al) (II/A2) (II/A) 

5 In these compounds of formulae (II/Al) and (II/ A2), the substituents Xi, X2, X3, Wi, W2, 
Ri and Ti are as defined in the compoimds of formula (II/A). In the compound X-W2, W2 is 
as defined hereinbefore and X represents a leaving group. 

The starting material (WAX) is either a commercial product or is obtained according to 
conventional methods of organic synthesis well known to the person skilled in the art. 



10 



In another preferred embodiment, compounds of formula (II/A), where Wi represents an 
oxygen atom or a sulfiir atom, may be obtained through the synthetic way described in 
scheme 2. 
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Scheme 2 




Et^N/HOBt Tf''''^C3 ' ' 



DMF 




O 

.(n/A4) 




Wj-X 



K2C03 

DMF 



O 

(n/A) 



In a first step the acid function of compound (II/A3) is transformed into an amide group by 
reaction with a primary amine in usual conditions of organic chemistry to yield the 
compound (II/ A4). This intermediate is then treated with IJ'-carbonyldiimidazole or 1,1'- 
thiocarbonyldiimidazole, depending whether Wi is an oxygen atom or a sulfur atom, in 
anhydrous tetrahydrofiiran, to yield a compound of formula (II/ A5), which is treated in the 
same conditions as those described in scheme 1 to obtain the compound of formula (U/A). 



10 



Compounds of the formula (II/B) are obtained through the synthetic way described in 
scheme 3 and in scheme 4. 

Scheme 3 



.NH 



/ 



(II/B2) 



O 



N=< 



(II/B4) 



(II/B5) O 
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Scheme 4 



Ph 



N 



O 

(n/Bi) 



Pyridine 
A 



(n/B3) 



EtOH/ A 



H 



^CHjPh 



(II/B6) 




1) Aia, 

2)R,Hal/base 




CHjPh 

OAlClj 
2)R,Ha] 
base 



10 



(II/B11)0 

In Scheme 3 the compound (II/B5) is obtained from substrate (II/B2) which is 
conunercially available or obtained through usual methods of organic synthesis. The 
compound (II/B2) is treated with an alkyl Mcyanoimidate to give a compound of formula 
(II/B4). The substitution of NH in position 4 with a halide in the presence of a base like 
cesium carbonate in an aprotic solvent leads to the formation of a compound of formula 
(UfB5) which represents a particular subgroup of compounds of foimula (D) used as 
starting material in the general process for manufacturing compounds of formula (I). 
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In Scheme 4 the compound (II/BIO) is obtained starting from compound (II/Bl) which is 
treated in a first step with benzyl isothiocyanate to give the thiocarbonyl derivative (II/B3). 
This compound is heated, in a refluxing alcohol, in the presence of hydrazine hydrate to 
give the corresponding hydrazine (TUBS) which is in turn cyclized by reaction with an acid 
chloride or an orthoester to yield compound of formula (II/B8). This compound is then 
debenzylated by usual treatment and the N4-debenzylated atom is substituted by a halide in 
a basic medium, for example by addition of cesium carbonate in dimethylformamide to 
yield the product of formula (II/BIO). The compound of formula (II/BIO) is a particular 
subgroup of the compounds of formula (II) used as starting material in the general process 
for manufacturing compounds of formula (I). 

In Scheme 4, the compound (DTBll) is obtained starting from compound (D/Bl) which is 
transformed in a first step into a compound of formula (II/B3) as described hereinbefore. 
This compound (II/B3) is then treated in an alcoholic solvent such as methanol or ethanol, 
in the presence of a peroxide for initiating the oxidation of the starting thiol. The amino 
15 ketone (II/B6) obtained thereby is readily cyclized in the presence of acid, in an alcoholic 
solvent such as isopvopaixol to yield a compound of formula (II/B9) which is debenzylated 
and subsequently substituted on the N4 as described hereinbefore in order to obtain the 
product of formula (II/Bl 1). The compound of formula (II/Bl 1) is a particular subgroup of 
the compounds of formula (II) used as starting material in the general process for 
20 manufacturing compounds of formula (I). 

Generally, isomers of the compounds of the invention are understood to be optical isomers 
such as enantiomers and diastereoisomers. More especially, pure enantiomeric forms of the 
compounds of the invention may be separated by starting from mixtures of enantiomers 
which are reacted with a racemate-separating agent that can be released, the said agent 
25 being itself in the form of a pure enantiomer, which allows the corresponding 
diastereoisomers to be obtained. The diastereoisomers are then separated according to the 
separation techniques well known to the person skilled in the art, such as crystalhzation or 
chromatography, and the separating agent is then removed using conventional techniques 
of organic synthesis, resulting in a pure enantiomer. 



10 
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The compounds of the invention that are present in the form of a mixture of 
diastereoisomers are isolated in a pure form by using conventional separation techniques 
such as chromatography. 

As mentioned above, compounds of formula (I) of the present invention are matrix 
5 metalloprotease inhibitors, and more particularly inhibitors of the enzyme MMP-13. 

In this respect, their use is recommended for the treatment of diseases or complaints 
involving a therapy by MMP-13 inhibition. By way of example, the use of the compounds 
of the present invention may be recommended for the treatment of any pathology in which 
destruction of extracellular matrix tissue occurs, and most particularly pathologies such as 
10 arthritis, rheumatoid arthritis, osteoarthritis, osteoporosis, paiodontal diseases, 
inflammatory bowel disease, psoriasis, multiple sclerosis, cardiac insufficiency, 
atherosclerosis, asthma, chronic obstructive pulmonary disease, age-related macular 
degeneration and cancers. 

The present invention also relates to pharmaceutical compositions comprising as active 
15 ingredient at least one compound of formula (f), an isomer thereof, a N-oxide thereof, or an 
addition salt thereof with a phannaceutically-acceptable acid or base, alone or in 
combination with one or more pharmaceutically-acceptable, inert, non-toxic excipients or 
carriers. 

Among the pharmaceutical compositions according to the invention, there may be 
20 mentioned more especially those that are suitable for oral, parenteral (intravenous, 
intramuscular or subcutaneous), per- or trans-cutaneous, intravaginal, rectal, nasal, 
perlingual, buccal, ocular or respiratory administration. 

Pharmaceutical compositions according to the invention for parenteral injections especially 
include aqueous and non-aqueous sterile solutions, dispersions, suspension and emulsions, 
25 and also sterile powders for reconstituting injectable solutions or dispersions. 



wo 03/033478 



PCT/EP02/12194 



34 

Pharmaceutical compositions according to the invention for oral administration in solid 
forai especially include tablets or dragees, sublingual tablets, sachets, gelatin capsules and 
granules, for oral, nasal, buccal or ocular administration in liquid form, especially include 
emulsions, solutions, suspensions, drop, syrups and aerosols. 

5 Pharmaceutical compositions for rectal or vaginal administration are preferably 
suppositories, and those for per- or trans-cutaneous administration especially include 
powders, aerosols, creams, ointment, gels and patches. 

The pharmaceutical compositions, mentioned hereinbefore illustrate the invention but do 
not limit it in any way. 

10 Among the pharmaceutically acceptable, inert, non-toxic excipients or carriers there may 
be mentioned, by way of non-limiting example, diluents, solvents, preservatives, wetting 
agents, emulsifiers, dispersing agents, binders, swelling agents, disintegrating agents, 
retardants, lubricants, absorbents, suspending agents, colorants, aromatizing agents etc... 

The useful dosage varies according to the age and weight of the patient, the administration 
15 route, the pharmaceutical composition used, the nature and severity of the disorder and the 
administration of any associated treatments. The dosage ranges from 2 mg to 1 g per day in 
one or more administrations. The compositions are prepared by methods that are common 
to those skilled in the art and generally comprise 0.5% to 60% by weight of active 
principle (compound of formula (I)) and 40% to 99.5% by weight of pharmaceutically 
20 acceptable excipients or carriers. • 

The examples that follow illustrate the invention but do not limit it in any way. 

The starting materials used are products that are known or that are prepared according to 
known operating procedures. The various preparations yield synthetic intermediates that 
are useful in preparation of the compounds of the invention. Some of these intermediates 
25 are new compounds. 
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The structures of the compounds described in the Examples and Preparations were 
determined according to the usual spectrophotometric techniques (infrared, nuclear 
magnetic resonance, mass spectrometry, . . .) 
Li the Preparations and Examples, it is understood that : 
5 - DMF means Dimethylformamide, 

- THF means Tetrahydrofiirane, 

- DMSO means Dimethylsulfoxyde, 

- TOTU means 0-(ethoxycarbonyl)cyanomethylamino]-A^"A^-//-iV'-tetramethyl 
uronium fluoroborate, 

10 - EDAC means l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride, 

- and HOBT means l-hydroxybenzotriazole hydrate. 

EXAMPLES 

Preparation A : 4'(6'Iodo-l-methyl-2,4-dioxO'l,4'dihydro-2H-quinazolin'3'y^ 
benzoic acid 

15 Step 1 : Methyl 4-[(2-amino-5-iodo-benzoyIamino)-methyI]-benzoate 

To a stirred solution of 15 g (74.4 mmol) of methyl 4-(aminomethyl)benzoate 
hydrochloride, 300 ml of dimefliylformamide and 10.3 ml (7.53g, 74.4 mmol) of 
triethylamine were added, at room temperature, followed by 10.06 g (74.4 mmol) of 1- 
hydroxybenzotriazole hydrate, 19.6 g (74.4 mmol) of 2-amino-5-iodobenzoic acid and 14.3 

20 g (74.4 mmol) of l-(3-dimethylaminopropyl)-3-ethyl carbodiimide hydrochloride. After 
stirring at room temperature overnight, the mixture was concentrated and the residue was 
dissolved in 300 ml of dichloromethane. The organic phase was washed with 150 ml H2O, 
150 ml HCl IN, and 150 ml H2O, dried over sodium sulfate and concentrated. The residue 
was recrystallized from 170 ml acetonitrile to afford after filtration 19.6 g of the desired 

25 product (yield : 70%). 

N.M.R: DMSO 6 (ppm) : 3.8 (s,3H); 4.45 (d,2H); 6.5-6.6 (m,3H); 7,3-7.45 (m,3H); 
7.8-7.95 (m,3H); 8.9 (t,lH) 
Purity (HPLC) : 99.1 % 



wo 03/033478 



PCT/EP02/12194 



36 

Step 2 : Methyl 4-(6-iodo-2,4-dioxo-l,4-dihydro-2^-qumazoliii-3-ylmetbyI)- 
benzoate 

To a solution of 21.35 g (52 mmol) of the compound obtained in Step 1 in 400 ml of dry 
tetrahydrofiirane were added 9.3 g (57.2 mmol) of l,r-carbonyldiimidazole.The solution 
5 was heated overnight to 60°C. After cooling the precipitate was filtered and dried to afford 
19.6 g of the desired product (yield : 68.3%). 

N.M.R: DMSO 5 (ppm) : 3.8 (s,3H); 5.1 (s,2H); 6.95-7.05 (m,lH); 7.35-7.45 (m,2H); 
7.8-7.90 (m,2H) ; 7.9-8.0 (m,lH) ; 8.2 (s,lH) ; 1 1.6 (bs,lH) 
Purity (HPLC) : 99.5 % 

1 0 Step 3 : Methyl 4-(6-iodo-l-methyl-2,4-dioxo-l,4-dihydro-2/r- 
quinazolin-3-ylmethyl) -benzoate 

To a stirred suspension of 1 1 g (25.2 mmol) of the compound obtained in Step 2 and 110 
ml of dry DMF were added 5.22 g (37.8 mmol) of K2CO3, at room temperature. After 15 
minutes, 7.85 ml (17.9 g, 126 rrnnol) of iodomethane were added. The reaction mixture 
15 was stirred for 2 hours and the precipitate filtered off and dissolved in a mixture of 
dichloromethane/methanol. The organic phase was washed with H2O, dried over Na2S04 
and concentrated to afford a precipitate corresponding to the desired product (10.1 g ; yield 
: 89%). 

N.M.R: DMSO 6 (ppm) : 3.5 (s,3H) ; 3.8 (s,3H) ; 5.2 (s,2H) ; 7.30 (d,lH) ; 7.45 
20 (d,2H) ; 7.90 (d,2H) ; 8.1 (d,lH) ; 8.3 (s,lH) 
Purity (HPLC) : 96.7 % 

Step 4 ; 4-(6-Iodo-l-methyl-2,4-dioxo-l,4-dihydro-2iy-quinazoIin-3-ylmethyl)- 
benzoic acid 

A mixture of 3.0 g (6.66 mmol) of the compound obtained in Step 3, 30 ml of dioxane, 120 
ml H2O, and 0.56 g (13.3 mmol) of LiOH,H20 was heated to reflux over 1 hour. After 
cooling and acidification with concentrated hydrochloric acid, the precipitate obtained was 
25 filtered off and recrystallized in dioxane/ether to afford 1.85 g of the desired product (yield 
: 64.2%). 

N.M.R: DMSO 6 (ppm) : 3.5 (s,3H) ; 5.2 (s,2H) ; 7.30 (d,lH) ;7.40 (d,2H) ; 7.85 
(d,2H) ; 8.1 (d,lH) ; 8.30 (s,lH) ; 12.9 (bs,lH) 
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Purity (HPLC): 98.0% 

Preparation B : 4'(l'Methyl-2y4'dioxO'6-trifluoromethanesulfonyloxy'^ 
pyrido[3i4'd]pyrimidin'3'ylmethyl)-benzoicacid 

Step 1 : 5-(rerr-Butoxycarbonylamino)-2-inethoxypyridme-4-carboxylic acid 

5 The compound 5-(rer/-butoxycarbonylainino)-2-methoxypyridine-4-carboxylic acid was 
prepared using the procedure described in J. Chem, Soc, Perkin Trans I y 1996, 18, 2221- 
2226. 

Step 2 : Methyl 4-{[(5-/^rr-butoxycarbonylaiiiino-2-methoxy-pyridine-4-carboiiyl)- 
ainino]-methyl}-benzoate 

10 9 g (33.5 mmol ) of the compound obtained in Step 1, 320 ml of dichloromethane, 11 g 
(33.5 moles) of TOTU and 6.1 g (36.9 mmol) of raethyl-(4-aminomethyl)ben2oate were 
stirred and cooled to 0°C, and then 11.6 ml (8.6g, 67 mmol) of diisopropylamine added. 
The mixture was stirred for 15 minutes at 0°C and then overnight at room temperature. The 
reaction mixture was washed successively with 200 ml NH4OH, 200 ml H2O, 200 ml HCl 

15 10%, 200 ml H2O, 200 ml NaHCOs, and 200 ml H2O. The organic phase was dried over 
Na2S04, filtered, and concentrated under vacuum. The residue was crystallized in a 
mixture of dichloromethane/ether to afford 10.5 g of the desired product (yield : 73.3 %). 
TLC : CH2Cl2/MeOH: 95/5 v/v Rf = 0.60 

N,M.R: CDCI3 5 (ppm) : 1.50 (s,9H) ; 3.90 (2s,6H) ; 4.60 (d,2H) ; 6.70 (s,lH) ; 7.0 
20 (bs,lH) ; 7.4 (d,2H) ; 8.0 (d,2H) ; 8.75 (bs,lH) ; 8.9 (s,lH) 

Step 3 : Methyl 4-{[(5-amino-2-methoxy-pyridine-4-carbonyl)-aminomethyl}- 
benzoate 

To a solution of 4.8 g (11.5 mmol) of the compound obtained in Step 2 in 100 ml of 
dichloromethane were added 20 ml of trifluoroacetic acid. The reaction was heated to 40*^C 
25 for 1 hour, and then concentrated under vacuum. The residue was taken up in a mixture of 
dichloromethane and H2O then basified with NaOH. After separation by decantation, the 
organic phase was washed, dried over Na2S04, and concentrated under vacuum to afford 
3.5 g of a yellow precipitate corresponding to the desired product (yield : 97%). 
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TLC : CH2Cl2/MeOH 95/5 v/v Rf = 0.40 

N.M.R: CDCI3 5 (ppm) : 3.8 (s,3H) ; 3.9 (s,3H) ; 4.6 (d,2H) ; 4.7 (s,2H) ; 6.7 (s,lH) ; 
6,75-6.85 (m,lH) ; 7.40 (d,2H) ; 7.75 (s,2H) ; 8.0 (d,2H) 

Step 4 : Methyl 4-(6-methoxy-254-dioxo-l,4-dihydro-2fl-pyrido[3,4-</]-pyrimidin-3- 
5 ylmethyl)-beiizoate 

To a solution of 2.5 g (7.9 mmol) of the compound obtained in Step 3 in 110 ml of dry 
THF were added 2 g (12.4 mmol) of Ijl'-carbonyldiimidazole. The reaction mixture was 
heated to 60°C for 24 hours. After cooling, 50 ml H2O were added and the mixture was 
stirred for 30 minutes to 0°C. The precipitate was filtered and washed successively with 
10 H2O, MeOH and dichloromethane to afford 2.38 g of the desired product (yield : 88.3%). 
TLC : CH2Cl2/MeOH 95/5 v/v Rf = 0.45 

N.M.R: DMSO 8 (ppm) : 3.80 (s,3H) ; 3.90 (s,3H) ; 5.10 (s,2H) ; 7.2 (s,lH) ; 7.45 
(d,2H) ; 7.90 (d,2H) ; 8.25 (s,lH) ; 11.6 (s,lH) 

StepS : Methyl 4-(6-methoxy-l-methyI-2,4-dioxo-l,4-dihydro-2H- 
15 pyrido[3,4-rfjpyrimidin-3-ylmethyl)-benzoate 

2.38 g (7 mmol) of the compound obtained in Step 4 and 52 ml of dry DMF were stirred 
and heated until dissolution. After cooling to 25^C, 1.45 g (10 nraiol) of K2CO3 and 2.2 ml 
(5.7 g, 35 mmol) of iodomethane were added. The mixture was stirred for 30 minutes at 
room temperature, then concentrated under vacuum. The residue was treated with H2O and 
20 the precipitate filtered off, washed with methanol, then dissolved in dichloromethane. The 
organic phase was washed with H2O, dried over Na2S04 and concentrated under vacuum. 
The product was crystallised in ether and filtered to afford 2.0 g of the desired product 
(yield : 80%). 

TLC : CHjCh/MeOH 95/5 v/v Rf = 0.95 
25 Purity (HPLC) : 98.5% 

N.M.R: DMSO 8 (ppm) : 3.50 (s,3H) ; 3.80 (s,3H) ; 3.90 (s,3H) ; 5.20 (s,2H) ; 7.3 
(s,lH) ; 7.45 (d,2H) ; 7.90 (d,2H) ; 8.50 (s,lH) 

Step 6 : 4-(6-Hydroxy-l-niethyl-2,4-dioxo-l,4-dihydro-2jy-pyrido[3,4-rflpyrimidin- 
3-ylmethyl)-benzoic acid 
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1.4 g (3.93 mmol) of compound obtained in Step 5, and 14 ml of hydrobromic acid were M 
heated to reflux for 1 hour. After cooling, 30 ml of H2O were added and the precipitate was j 
filtered off and washed with H2O and MeOH to afford 1.1 g of the desired product (yield : \ 
85.5%) 

5 TLC : CHzClz/MeOH 90/10 v/v Rf = 0.10 

N.M.R : DMSO 5 (ppm) 3.50 (s,3H); 5.20 (s,2H) ; 7.05 (s,lH) ; 7.40 (d,2H) ; 7.90 
(d,2H) ; 8.20 (s,lH) ; 10.4-13.0 (bs,2H) 

Step 7 : 4-(l-Methyl-2,4-dioxo-6-trifluoromethanesulfonyloxy-l,4-dihydro-2jH- 
pyrido[394-£r]pyrimidin-3-ylinethyl)-benzoic acid 

10 A solution of 1 .2 g of compound obtained in Step 6 in 14 ml of dry pyridin was stirred and 
cooled to 0°C, and then 1.5 ml (2.52 g, 9 mmol) of trifluoromethanesulfonic anhydride 
were added. The reaction was allowed to stir at 0°C for 30 minutes then quenched with 30 
ml of H2O and dichloromethane. The organic phase was washed with H2O, HCl 10%, and 
H2O. After concentration the residue was crystallised in a mixture dichloromethane/ether 

15 to afford 0.5 g of the desired product (yield : 30%). 
TLC : CH2Cl2/MeOH 90/10 v/v Rf = 0.55 

N,M.R: DMSO 6 (ppm): 3.55 (s,3H) ; 5.20 (s,2H) ; 7.45 (d,2H) ; 7,90 (d,2H) ; 8.10 
(s,lH) ; 8.80 (s,lH) ; 12.9 (bs,lH) 

20 Preparation C: Methyl 4-(5-oxo-7-(TrifluoromethylsulfonyIoxy)-5/r-[l,2,41triazolo 

[4»3-a]qumazolm-4-ylmethyI)-beiizoate 

Step 1 : 4-BenzyI-7-(trifluoromethylsulfonyloxy)-4fi-[l,2,4]triazolo[4,3a]quina2olin 
-5-one 

To a suspension of 41.3 g (141.3 mmol) of 4-benzyl-7-hydroxy-4//-[l,2,4]triazolo[4,3- 
25 fl]quina2olin-5-one (obtained as described in WO 00/66584) in 500 ml of CH2CI2, 25 g 
(148.3 HMnol) of trifluoromethylsulfonylchloride were added imder stirring. Then, 22.5 g 
(222.5 mmol) of triethylamine were added dropwise while maintaining the internal 
temperature between 15 and 20*^0. After the completion of addition, stirring was continued 
at room temperature for 4 hours. After removal of the insoluble solid by filtration, the 
30 organic solution was washed with water and brine, then dried over Na2S04 and 
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concentrated, providing 33.1 g of crude solid, which was purified by chromatography 
(cyclohexane/AcOEt: 25/75 v/v) to afford 22.5 g of the desired compound (yield : 37.5%). 
- TLC : CHiCh/MeOH 95/5 v/v Rf = 0.45 

Step 2 : 7-(TrifluoromethylsulfonyIoxy)-4^-ll?2,4]triazolo[4,3-a]quinazolin-5-oiie 

5 A suspension of 10.0 g (23,5 mmol) of the compound obtained in Step 1 and 18.8 g (141 
nunol) of aluminium chloride in 200 ml anhydrous benzene was heated at 50°C, xmder 
stirring, for lh30. After cooling, the mixture obtained was poured on water/ice. After 
stirring and homogenization, the insoluble solid was isolated by filtration, washed with 
several portions of water until neutral pH and dried, then finally washed with a portion of 
10 CH2CI2, leaving 7.95 g (99%) of the desired compound. 
TLC : CHzCU/MeOH 95/5 v/v Rf = 0.10 

Step 3 : Methyl 4-(5-oxo-7-(Trifluoromethylsulfonyloxy)-5fr-[l,2,4]triazolo[4,3-a] 
quinazolin-4-yImethyl)-benzoate 

15 To a stirred solution of 7.9 g (24.3 mmol) of the compound obtained in Step 2 in 100 ml of 
DMF were added 7.93 g (24.3 mmol) of cesium carbonate, and then 5.56 g (24.3 nrniol) of 
methyl 4-(bromomethyl)benzoate. The mixture was stirred overnight and the solvent was 
removed under vacuum. The resulting residue was partitioned between H2O and a mixture 
of dichloromethane and ethyl acetate. A first portion (5.9 g) of product insoluble in the two 

20 phases was obtained by filtration then recrystaUized in methanol to give 4.85 g of the pure 
title compound. The organic phase was separated, washed with water and brine, and dried 
over anhydrous sodium sulfate. Concentration under reduced pressure afforded 4.5 g of 
crude product that was recrystaUized in methanol to provide 2.2 g of pure compound. An 
additional portion of 2.5 g was finally obtained after column chromatography on silica gel 

25 of the residues gathered fi-om the organic phases (dichloromethane/methanol 98/2 v/v). All 
in all, 9.55 g (yield : 81.5%) of the desired product were obtained. 
TLC : CH2CI2/CH3OH 95/5 v/v Rf = 0.35 

Preparation D : 4-(5'OXO'7-(Trifluoromethylsulfonylojq^)-5H-fl,2,4Jtriazol^^ 
quinazolin'4'ylmethyl)'benzoic acid 
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Step 1 : reit-ButyI4-(5-oxo-7-(TrifluoromethyIsulfonyloxy)-5iy-[l,2,4]tr^ 
[4,3-A)quinazoliii-4-ylmethyI)-benzoate 

The product is obtained with a yield of 60.5% (0.95 g) according to the procedure of Step 3 
of Preparation C using 1 .0 g (2.99 mmol) of compound obtained in Step 1 of Preparation C 
5 and 0.81 g (2.99 mmol) of /er/-butyl-4-(bromomethyl)benzoate. 

r 

Step 2 ; 4-(5-oxo-7-(TrifluoromethyIsulfonyloxy)-5iy-[l,2,4]triazolo[4,3-al 

quinazolin-4-ylmethyI)'-benzoic acid 
To a suspension of 0.27 g (0.515 mmol) of compoxmd obtained in Step 1 in 30 ml of 
dichloromethane, 2.7 ml of trifluoroacetic acid were added and stirring was continued at 
10 room temperature for 16 hours. The reaction mixture was poured into water and the 
resulting mixture stirred for 15 minutes. The ensuing precipitate was filtered off, washed 
with water until neutral pH and dried at 50°C under vacuum to provide 0.21 g of the 
desired product. 

TLC : dichloromethane/methanol 90/10 v/v Rf = 0.30 

15 Example 1 : Methyl 4-{6-[3-(4-methoxyphenyl)-prop-l-ynyl]-l-methyl-2,4-dioxo-l,4- 
dihydro-2F-quiiiazoIm-3-ylmethyI}-benzoate 

To a stirred suspension of 1.5 g (3.33 mmol) of compound obtained in Step 3 of 
Preparation A in 1 10 ml of triethylamine were added, under nitrogen atmosphere, 0.6 g (4 
nmiol) of 3-(4-methoxyphenyl)-prop-l-yne (described in the literature: 
XPrakt.Chem,A966, 33, 84-95) in 10 ml of triethylamine, 47 mg (0.06 mmol) of 
dichlorobis(triphenylphosphine)palladium (U) and 26 mg (0.13 mmol) of Cul. The mixture 
was heated to 60°C over 3 hours (uncomplete reaction). The mixture was then concentrated 
under vacuum and the residue purified by flash chromatography to afford 0.130 mg of the 
desired product (yield : 6%) which was crystallized in a mixture of 
dichloromethane/methanol. 
TLC : CH2Cl2/Acetone 99/1 v/v Rf = 0.9 

N.M.R: DMSO 'H 6 (ppm) ; 3.5 (s,3H); 3.75 (s,3H); 3.8 (s,5H); 5.2 (s,2H); 6.9 (d,2H); 
7.35 (s,2H); 7.45 (m,3H); 7.85 (d,lH); 7.9 (d,2H); 8.0 (s,lH) 
BR : 2361, 1702, 1656, 1612, 1508, 1475, 1279, 1249, 117, 1102, 958, 805 cm 



20 



25 
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Mp=168.5**C 

Purity (HPLC) : 97.9 % 

r 

Example 2 : 4-[l-Methyl-2,4-dioxo-6-(3-phenyl-prop-l-ynyI)-l,4-diihydro-2if- 
quinazoIin-3-ylinethyl]-benzoic acid 

5 To a stirred solution of 0.68 g (1 .56 mmol) of compound obtained in Step 4 of Preparation 
A in 6.8 ml of dry DMF, were added successively, under nitrogen atmosphere, 1.2 ml (0.8 
g, 6.24 mmol) of diisopropylethylamine, 56.8 mg (0.078 mmol) of dichlorobis 
(triphenylphosphine)palladium (II), a catalytic amount of Cul and 0.273 ml (0.253 g, 2.18 
mmol) of 3-phenyH-propyne. The reaction mixture was heated to 50°C over 
10 approximately 4 hours. Then, the mixture is concentrated under vacuum and the residue 
purified by flash chromatography (dichloromethane/MeOH 90/10 v/v) to afford, after 
crystallization in a mixture of dichloromethane/ether, 0.270 g of the desired product (yield 
: 40.8%). 

TLC : CHjCh/MeOH 9/1 v/v Rf = 0.50 
15 N.M.R: DMSO *H 5 (ppm) ; 3.5 (s,3H); 3.9 (s,2H); 5.2 (s,2H); 7.20-7.50 (m,8H); 7.80 
(m,3H); 8.05 (s,lH); 12.8 (bs,lH); 

IR : 2894, 1700, 1660, 1616, 1508,1314, 1295, 1097, 825, 795, 747 cm"* 

Mp = 258°C 

Purity (HPLC): 98.6% 

20 Example 3 : 4-{6-[3-(4-Methoxy-phenyl)-prop-l-ynyl]-l-methyl-2,4-dioxo-l,4- 
dihydro-2ff-quinazolin-3-ylmethyl}-benzoic acid 

This compound was obtained according to the procedure described in Example 2 using as 
reagent 3-(4-methoxyphenyl)-prop-l-ynyl. The crude product was crystallized in dioxane 
to afford the desired compound. 
25 TLC : CHjClz/MeOH 9/1 v/v Rf = 0.50 

N.M.R: DMSO 'H 5 (ppm) ; 3.55 (s,3H); 3.75 (s,3H); 3.8 (s,2H); 5.15 (s,2H); 6.9 (d,2H); 

7.30 (d,2H); 7.40 (m,3H); 7.85 (m,3H); 8.00 (s,lH); 12.85 (bs,lH); 

IR : 2646, 1687, 1659, 1508, 1477, 1422, 1325, 1242, 1177, 1040, 950, 812 cm 
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Mp = 262 "C 

Purity (HPLC) : 95.4 % 



Example 4 : 4-[l-Methyl-2,4-dioxo-6-(3-phenyl-prop-l-ynyl)-l,4-dihydro-2J?- 
pyrido[3,4-</]pyriiiiidiii-3-ylmethyl]-benzoic acid 

To a stirred solution of 0.1 g (0.22 mmol) of the compound of Preparation B in 1 ml of dry 
DMF were added successively 0.2 ml (0.14 g, 1.1 mmol) of diisopropylethylamine, 9 mg 
(0.012 mmol) of dichlorobis(triphenyIphosphine)palladium (II), a catalytic amount of Cul 
and 0.046 ml (0.043 g, 1.1 mmol) of 3-phenyl-l-propyne. The reaction was stirred 
overnight at room temperature and then H2O and CH2CI2 were added. The organic layer 
was separated and washed with HCl 10% and H2O, then dried over sodium sulfate and 
concentrated under vacumn. The residue was crystallized in a mixture of 
dichloromethane/ether to afford 0.040 g of the desired product (yield : 43%). 
TLC : CH2Cl2/MeOH 9/1 v/v Rf = 0.50 

N.M.R: DMSO 'H 5 (ppm) ; 3.6 (s,3H); 3.95 (s,2H); 5.2 (s,2H); 7.20-7.50 (m,7H); 7.80- 

7.95 (m,2H); 7.95 (s.lH); 8.90 (s,lH); 12.8 (bs,lH) 

IR : 1720, 1695, 1678, 1612, 1490, 1279, 1100, 759, 732 cm 

Mp = 236.2 "C 

Purity (HPLQ : 96.7 % 

Example 5 : 4-{6-[3-(4-Methoxy-phenyl)-prop-l-ynyl]-l-methyl-2,4-dioxo-l,4- 
dihydro-2/r-pyrido[3,4-</]pyrimidin-3-yImethyI}-beiizoic acid 

The compound is obtained according to the procediu-e described in Example 4 using the 
compound of Preparation B and the 3-(4-methoxyphenyl)-prop-l-yne. 
TLC : CH2Cl2/MeOH 9/1 v/v Rf = 0.60 

N.M.R: DMSO 'H 8 (ppm); 3.60 (s,3H); 3.75 (s,3H); 3.85 (s,2H); 5.20 (s,2H); 6.9-7.0 

(m,2H); 7.30-7.40 (m,2H); 7.45-7.50 (m.2H): 7.80-7.90 (m,3H); 8.90 (s,lH); 12.9 (bs,lH) 

IR : 1721, 1670, 1511, 1477, 1421, 1325, 1245, 1178, 1037, 792 cm'' 

Mp = 262 °C 

Purity (HPLC): 95.9% 
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EYflmple 6 : 4-Benzyl-7-(3-phenyl-prop-l-ynyl)-4^-ll»2,41triazolo[4^-al 
quinazoIin-S-one 

To a suspension of 1.5 g (3.53 mmol) of compound obtained in Step 1 of Preparation C in 
12 ml of DMF were added, under inert atmosphere of nitrogen, 0.574 g (4.94 mmol) of 3- 
5 phenylprop-l-yne, 1.45 g (14.4 mmol) of triethylamine and 0.1 g of dichlorobis 
(triphenylphosphin)palladium (II). The reaction mixture was then stirred and heated at 
SO^^C for 5 hours. After cooHng at room temperature, H2O was added and the mixture 
extracted several times witti AcOEt. The organic phase was washed with water and brine 
and then dried (Na2S04) and concentrated, leaving 1.5 g of crude soUd that was 
10 chromatographied on a sihca column (CH2CI2/CH3OH 98.5/1.5 v/v) to afford 0,25 g (yield 
: 18%) of an off-white sohd pure in TLC. A sample was purified by recrystallization in 
methanol. 
Mp = 238°C 

N.M.R .DMSO 5 (ppm): 3.85 (s, 2H); 5.55 (s, 2H); 7.25-7.45 (m, 8H); 7.6 (d, IH); 
15 7.65-7.75 (m, 2H); 7.85 (d, IH); 8.5 (s, IH); 8.7 (s, IH). 

Example 7 : 4-Benzyl-7-[(4-methoxyphenyl)-prop-l-ynyll-4fr-ll^,4]-triazolo[43-^^ 
quinazolin-5-one 

The compound was obtained according to the procedure described in Example 6 using the 
same substrate (Preparation C, Step 1) and 0.48 g of 3-(4-methoxyphenyl)-prop-l-yne. The 
20 crude product was purified by chromatography on a siUca column (CH2CI2/CH3OH 98/2 
v/v). A treatment of the resultant solid with boiling AcOEt gave 0.15 g (yield : 15%) of an 
off-white soUd pure in TLC. 
Mp = 267^C 

N-M.R: CDCI3 5 (ppm): 3.8 (s, 2H); 3.8 (s, 3H); 5.5 (s, 2H); 6.9 (d, 2H); 7.2-7.35 (m, 
25 5H); 7.6 (d, IH); 7.68 (d, 2H); 7.8 (d, IH); 8.4 (s, IH); 8.7 (s, IH). 



Example 8 : Methyl 4-{7-[3-(4-methoxy-phenyl)-prop-l-ynyl]-S-oxo-5J?- 
[l,2»4]triazolo[4,3-a]quinazolin-4-yImethyl}-benzoate 
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The compound was obtained according to the procedure described in Example 6 using the 
compound of the Preparation C Step 3, 1.1 g of 3-(4-methoxyphenyl)prop-l-yne, and 2.72 
g of N-ethyl-N,N-diisopropylamine. The crude product was purified by chromatography on 
a silica column (CH2CI2/CH3OH 98/2 v/v). A treatment of the resultant soHd with boiling 
5 AcOEt gave 1 .5 g (yield : 59%) of an off-white solid pure in TLC. 
Mp = 249°C 

N.M-R: CDCI3 5 (ppm): 3,79 (s, 2H); 3.81 (s, 3H) ; 3.88(s, 3H) ; 5.56 (s, 2H) ; 6.89 (d, 
2H) ; 7.30 (d, 2H) ; 7.60 (d, IH) ; 7.70 (d, 2H) ; 7.82 (d, IH) ; 7.97 (d, 2H) ; 8.44 (s, IH) ; 
8.7 (s, IH). 

10 Example 9 : 4-[S-Oxo-7-(3-phenyl-proiHl-ynyl)-SJ?-[l^,4]triazoIo[4^-a]quinazoIin- 
4-yImethyl]-ben2oic acid 

The compound was obtained according to the procedure described in Example 6 using the 
compound of the Preparation D (0.195 g), 0.067 g of 3-phenylprop-l-yne, and 0.215 g of 
N-ethyl-N,N-diisopropylamine. The crude product was purified by chromatography on a 
15 siUca column (CH2CI2/CH3OH 90/10 then 85/15 v/v) to afford 0.14 g (yield : 77%) of an 
ofif-white solid pure in TLC corresponding to the desired product. 
Mp = 262°C 

N.M.R: DMSO 8 (ppm): 3.96 (s, 2H); 5.42 (s, 2H); 7.27 (t, IH); 7.37 (t, 2H); 7.44 (d, 
2H); 7.52 (d, 2H); 7.87 (d, 2H); 8.02 (d, IH); 8.18-8.22 (m, 2H); 9.53 (s, IH); 12.5-13.2 
20 (m, IH). 

Example 10 : 4-(l-Methyl-2,4-dioxo-6-(2-phenylethynyl)-l ,4-dibydro-'2H-quinazoIin- 
3-yIinetbyl)-benzoic acid 

The compound was obtained according to the procedure described in Example 5 using the 
compound of the Preparation A Step 4 (0.59 g, 1.35 mmol), 0.193 g (1.89 mmol) of 
25 1-phenyIeth-l-yne, 0.050 g of dichlorobis(triphenylphosphine)palladium, a catalytic 
amount of Cul and 0.700 g (5.4 mmol) of N-ethyl-N,N-diisopropylamine. The crude 
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product was purified by crystallization in dichloromethane provided 0.55 g (yield : 100%) 
of an off-white solid pure in TLC. 
Mp = 260°C 

N.M.R: DMSO 5 (ppm): 3.55 (s, 3H) ; 5.21 (s, 2H) ; 7.36-7.50 (m, 5H) ; 7.50-7.65 (m, 
5 3H) ; 7.82-7.99 (m, 3H) ; 8.16 (s, IH) ; 12.7-13.1 (m, IH). 

Example 11 : 3-(3,4-Difluoro-ben2yl)-l-methyl-6-(3-phenyl-prop-l-yiiyl)-lfl- 
quinazoline-2,4-dione 

Step 1 : 6-Iodo-l-methyHfl-quinazoline-2,4-dione 

20.0 g (72.2 mmol) of 5-iodo-2-methylamino-benzoic acid and 70 ml of acetic acid are 
10 introduced into a round-bottomed flask. 11.7 g (144.0 mmol) of potassium isocyanate is 
added. The mixture is maintained at 80-85°C for 18 hours before cooling to room 
temperature. The product is precipitated with the addition of water and filtered. The 
product is reslurried in hot ethyl acetate and filtered. The product is obtained as follows: 
Weight: 12.3 g Yield: 77% 

15 MS: m/z (APCI, AP+) 302.9 [Uf 

N.M.R: DMSO 8 (ppm): 3.38 (s, 3H); 7.23 (m, IH); 8.02 (m, IH), 8.17 (IH, m) 

Step 2 : 3-(3,4-Difluoro-benzyl)-6-iodo-l-methyl-ljfir-quinazoIine-2,4-dioae 

0.5 g (1.6 mmol) of 6-Iodo-li/-quinazoline-2,4-dione firom the preceding stage is dissolved 
in 10 ml of dimethylformamide and 1.0 g (3.2 mmol) of cesium carbonate is added. The 

20 mixture is stirred 10 minutes before adding 3,4-di-fluorobenzyl bromide 0.38 g (1.8 
mmol). Stirring is continued overnight at room temperature. Water (30 ml) is added and 
the product is filtered. Slurried solid product in hot ethyl acetate and filtered to obtain: 
Weight: 0.49 g Yield: 68% 
MS: m/z (APCI, AP+) 429.0 [U f 

25 CHN Analysis: C16H11F2IN2O2 0.13 H2O 
Calcd: C,44.64; H, 2.65; N, 6.51. 
Found: C, 44.25; H, 2.35; N, 6.32. 
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Step 3 : 3-(3,4-Difluoro-ben2yl)-l-methyI-6-(3-phenyl-prop-l-ynyl)-l£r-quinazoline- 
2,4-dione 

To 0.45 g (1.1 mmol) 3-(3,4-IMfluoro-benzyl)-6-iodo-l-methyI-lH-quinazolme-2,4-dione 
and 0.56 g (4.4 mmol) di-isopropyl ethylamine in 15 ml DMF is added bis- 
5 triphenylphosphine palladium di-chloride (catalytic) followed by Cul (catalytic). 0.18 g 
(1.3 mmol) 3-phenyl-propyne is added and the mixture is heated to TO^'C for 6 hours. The 
mixture is allowed to cool to room temperature and stirred overnight. Water is added and 
the mixture stirred 30 minutes. Filtered and triturated solid in hot EtOAc and filtered. 
Purified by flash chromatography (EtOAc/ hexane eluent). 
10 Weight: 0.13 g Yield: 8% 
MS: m/z (APCI, AP+) 417.2 [Mf 
CHN Analysis: C25H18F2N2O2 0.54 H2O 

Calcd: C,70.46 ; H, 4.51 ; N, 6.57. 

Found: C, 70.07 ; H, 4.36 ; N, 6.58. 

15 Example 12: 3-(3,4-Difluoro-benzyl)-6-[3-(4-fluoro-phenyl)-prop-l-ynyll-l-methyl- 
l^-quinazoline-2)4-dioDe 

Step 1 ; l-(4-Fluoro-phenyI)-prop-2-yii-l-ol 

A -78''C solution of 4-fluorobenzaldehyde 5.0 g (40.3 mmol) in 20 ml THF is treated 
dropwise with a solution of alkynyl magnesium chloride (48.1 mmol, 96.3 ml of a 0.5 M 

20 solution in THF). After the addition is complete the mixture is allowed to warm to room 
temperature and stirred overnight. Saturated aqueous NH4CI is added and the product 
extracted with 1:1 EtOAc/ EtiO (2x). The organic extracts were combined and washed 
with saturated aqueous NaCl solution, then dried (MgS04). Purified by flash 
chromatography with 5% EtOAc/ hexane eluent to obtain a yellow oil. 

25 Weight: 4.8 g Yield: 80% 

MS: m/z (APCI, AP+) 151.1 [U f 

N.M.R: CDCI3 *H 6 (ppm): 2.41 (IH, d, J = 6.1); 2.68 (IH, d, J = 2.2); 5.45 (IH, m), 7.03- 
7.09 (2H, m); 7.50-7,56 (IH, m) 



Step 2 : l-Fluoro-4-prop-2-ynyI-benzene 
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To a solution of 4.7 g (31.3 irunol) 4-(Fluoro-phenyl)-prop-2-yn-l-ol in CH2CI2 (20 ml) 
cooled to -78**C is added 4.4 g (37.6 mmol) EtsSiH in one portion followed by 5.3 g (37.6 
mmol) BF3 Et20 dropwise over 2 minutes. The solution was warmed briefly to -20'*C and 
then re-cooled to -78C and stirred 1 hour. The mixture is then allowed to warm to room 
5 temperature and stirred 1 hour. Saturated aqueous NH4CI is added and the solution 
extracted with EtOAc (2x). The organic extracts are combined and washed with saturated 
aqueous NaCl solution and dried (MgS04). Purify by flash chromatography (EtOAc/ 
hexane eluent). 

Weight: 3.1 g Yield: 74% 

10 MS: m/z (APCI, AP+) 1 35.1 [M f 

N.M.R: CDCh^H 5 (ppm):) 2.19 (IH, m); 2.68 (IH, d, J = 2.2); 3.57 (2H, m), 7.01-7.09 
(2H,m); 7.29-7.33 (2H, m) 

Step 3 : 3-(3,4-Difluoro-benzy!)-6-[3-(4-fluoro-phenyl)-prop-l-ynyl]-l-methyHJy- 
quinazoline-2,4-dione 

15 To 0.5 g (1.06 mmol) 3-(3,4-Difluoro-benzyl)-6-iodo-l -methyl- l/f-quina2olme-2,4-dione 
and 0.52 g (4.2 mmol) di-isopropyl ethylamine in 15 ml DMF is added bis- 
triphenylphosphine palladium di-chloride (catalytic) followed by Cul (catalytic). 0.15 g 
(1.3 mmol) l-fluoro-4-prop-2-ynyl-benzene is added and the mixture is heated to 70 °C for 
6 hours. The mixture is allowed to cool to room temperature and stir overnight. Water is 

20 added and the mixture stirred 30 minutes. Filtered and triturated solid in hot EtOAc and 
filtered. Purified by flash chromatography (EtOAc/ hexane eluent). 
Weight: 0.075 g Yield: 36% 
MS: m/z (APCI, AP+) 435.2 [Mf 

CHN Analysis: Calcd: C, 69.12 ; H, 3.94 ; N, 6.45 . Found: C, 68.82 ; H, 3.59 ; N, 6.12. 

25 Example 13: 3-(4-Bromo-benzyl)-l-methyl-6-(3-phenyl-prop-l-ynyl)-ljBr-quina20line- 
2,4-dione 



Step 1 : 3-(4-Bromo-benzyl)-6-iodo-l-methyl-ljy-quinazoline-2,4-dione 

0.5 g (1.6 mmol) of 6-Iodo-l-methyM//-quinazoline-2,4-dione firom Example 1 Step 1 is 
dissolved in 10 ml of dimethylformamide and 1.0 g (3.2 mmol) of cesium carbonate is 
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added. The mixture is stirred 10 minutes before adding 4-bromobenzyl bromide 0.45 g (1.8 
mmol). Stirring is continued overnight at room temperature. Water (30 ml) is added and 
the product is filtered. Slurried solid product in hot ethyl acetate and filtered to obtain: 
Weight: 0.52 g Yield: 69% 

MS: m/z (APCI, AP+) 470.9 [U f 

CHN Analysis: Calcd: C,40.79; H. 2.57; N, 5.95. Found: C, 40.43; H, 2.41; N, 5.89. 

Step 2 : 3-(4-Bromo-benzyl)-l-methyl-6-(3-phenyl-prop-l-ynyl)-ljfir-quinazoline-2,4- 
dione 

To 0.50 g (1.06 mmol) 3-(4-Bromo-benzyl)-6-iodo-l-methyl-17y-quinazoline-2,4-dione 
and 0.54 g (4.2 mmol) di-isopropyl ethylamine in 15 ml DMF is added bis- 
triphenylphosphine palladium di-chloride (catalytic) followed by Cul (catalytic). 0.15 g 
(1.3 mmol) 3-phenyl-propyne is added and the mixture is heated to 70 °C for 6 hours. The 
mixture is allowed to cool to room temperature and stir overnight. Water is added and the 
mixture stirred 30 minutes. Filtered and triturate solid in hot EtOAc and filter. Dissolve in 
THF and filter through a plug of sihca gel with THF eluent. Triturate solid in hot EtOAc 
and filter. 

Weight: 0.11 g Yield: 23% 

MS: m/z (APCI, AP+) 461.2 [Mf 

CHN Analysis: Calcd: C, 65.37 ; H, 4.17 ; N, 6.10. Found: C, 65.66 ; H, 4.09 ; N, 6.08. 

EYamnlel4: /eit-Butyl 4-[6-(3-biphenyl-4-yl-prop-l-ynyl)-l-methyl-2,4-dioxo-l,4- 
dihydro-2£r-quinazolin-3-yImethyl]-benzoate 

Step 1 ; tert-butyl4-(6-iodo-l-methyl-254-dioxo-l,4-dihydro-2^-quinazolin-3 
-ylmethyl)-benzoate 

7.8 g (25.8 mmol) of 6-Iodo-l-methyl-li/-quinazoline-2,4-dione from Example 11 Step 1 
is dissolved in 60 ml of dimethylformamide and 9.8 g (30.1 mmol) of cesium carbonate is 
added. The mixture is stirred 10 minutes before adding 4-bromomethyl-benzoic acid tert- 
butyl ester 8.4 g (30.1 mmol). Stirring is continued overnight at room temperature. Water 
(100 ml) is added and the product is filtered. Slurried solid product in hot ethyl acetate and 
filtered to obtain: 
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Weight: 7.1 g Yield: 56% 

MS: m/z (APCI, AP+) 437.0 (492 - tert-butyl) [U f 

CHN Analysis: Calcd: C,51.23; H, 4.40; N, 5.69. Found: C, 51.13; H, 4.32; N, 6.04. 

Step 2 : l-BiphenyI-4-yl-prop-2-yn-l-ol 

5 A -78°C solution of 4-phenylbenzaldehyde 5.0 g (27.4 mmol) in 20 ml THF is treated 
dropwise with a solution of alkynyl magnesium chloride (60.0 mmol, 120 ml of a 0.5 M 
solution in THF). After the addition is complete the mixture is allowed to warm to room 
temperature and stir overnight. Saturated aqueous NH4CI is added and the product 
extracted with 1:1 EtOAc/ Et20 (2x). The organic extracts were combined and washed 

10 with saturated aqueous NaCl solution, then dried (MgS04). Purified by flash 
chromatography with EtOAc/ hexane eluent followed by crystallization firom EtOAc/ 
hexane to obtain a white solid. 
Weight: 4.6 g Yield: 81% 

MS: m/z (APCI, AP+) 149.0 [U f 

15 CHN Analysis: Calcd: Q86.51; H, 5.81. Found: C, 86.11; H, 5.77. 

Step 3: 4-Prop-2-ynyl-biphenyI 

To a solution of 3.0 g (14.4 mmol) l-biphenyl-4-yl-prop-2-yn-l-ol in CH2CI2 (20 ml) 
cooled to -78 °C is added 2.2 g (18.7 mmol) EtaSiH in one portion followed by 2.7 g (18.7 
mmol) BF3 EtaO dropwise over 2 minutes. The solution was wanned briefly to -20 ''C and 

20 then re-cooled to -78 C and stirred 1 hour. The mixture is then allowed to warm to room 
temperature and stir 1 hour. Saturated aqueous NH4CI is added and the solution extracted 
with EtOAc (2x). The organic extracts are combined and washed with saturated aqueous 
NaCl solution and dried (MgS04). Purify by flash chromatography (EtOAc/ hexane 
eluent). Obtain low meltmg solid. 

25 Weight: 0.5 g Yield: 18% 

MS: m/z (APCI, AP+) 191.1 [M'f 

Step 4 : tert-butyl 4-[6-(3-biphenyM-yl-prop-l-ynyl)-l-methyI-2,4-dioxo-l,4- 
dihydro-2J9-quinazoIin-3-ylmethyl]-benzoate 
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To 0.50 g (1.0 mmol) 4-(6-Iodo-l-inethyI-2,4-dioxo-l,4-dihydro-2/ir-qumazolin-3- 
ylmethyl)-benzoic acid tert-butyl ester and 0.52 g (4.0 mmol) di-isopropyl ethylamine in 
15 ml DMF is added bis-triphenylphosphine palladium di-chloride (catalytic) followed by 
Cul (catalytic). 0.25 g (1.3 mmol) 4-prop-2-ynyl-biphenyl is added and the mixture is 

5 heated to 70 "C for 6 hrs. The mixture is allowed to cool to room temperature and stir 
overnight. Water is added and the mixture stirred 30 minutes. Filtered and triturate solid in 
hot EtOAc and filter. Dissolve in THF and filter through a plug of silica gel with THF 
eluent. Triturate solid in hot EtOAc and filter 
Weight: 0.21 g Yield: 38% 

10 MS: m/z (APCI, AP+) 555.2 [M]' 

CHN Analysis: Calcd: C. 77.68 ; H, 5.79 ; N, 5.03. Found: C, 77.68 ; H, 5.62 ; N, 4.78. 

F.YamnlelS: tert-Bntyl 4-{6-[3-(4-fluoro-phenyl)-prop-l-ynyl]-l-methyl-2,4-dioxo- 
l,4-dihydro-2^r-quinazoiin-3-ylmethyI}-beiizoate 

To 1.0 g (2.0 mmol) 3-(3,4-Difluoro-benzyl)-6-iodo-l-methyl-lH-quinazoline-2,4-dione 
15 fi-om Example 14 Step 1 and 1.0 g (8.4 mmol) di-isopropyl ethylamine in 15 ml DMF is 
added bis-triphenylphosphine palladiiun di-chloride (catalytic) followed by Cul (catalytic). 
0.44 g (3.3 mmol) l-fluoro-4-prop-2-ynyl-bKizene is added and the mixture is heated to 70 
"C for 6 hrs. The mixture is allowed to cool to room temperature and stir overnight. Water 
is added and the mixture stirred 30 minutes. Filtered and dry under reduced pressure. 
20 Weight: 0.11 g Yield: 11% 

MS: m/z (APCI, AP+) 497.2 [M]" 

CHN Analysis: Calcd: C, 72.28 ; H, 5.46 ; N, 5.62 . Found: C, 72.38 ; H, 5.83 ; N, 5.29. 

Example 16t 4-(6-{3-(4-(tert-Butyl-dimethyl-silanyIoxy)-phenyl]-prop-l-ynyl}-l- 

mettiyI-2,4-dioxo-l,4-dihydro-2H-quinazoIin-3-ylmethyl)-benzoicadd 

25 Stepl : 4-(tert-Butyl-dimethyI-silanyloxy)-benzaldehyde 

3.0 g (24.5 mmol) of 4-hydroxy-ben2aldehyde in 20 ml THF is treated with 4.8 g (31.9 
mmol) rert-Butyl-chloro-dimethyl-silane followed by 6.2 g (47.8 mmol) di-isopropyl 
ethylamine and imidazole (catalytic). The resulting mixture is stirred overnight at room 
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temperature. Dilute with 1:1 EtOAc/ Et20 and wash with saturated aqueous NaHCOs 
solution, saturated aqueous NaCl (3x), and dried (MgS04). Purify by flash chromatography 
(EtOAc/ hexane eluent). 
Weight: 4.8 g Yield: 83% 

5 MS: m/z (APCI, AP+) 263.0 [M ]^ 

N.M.R: CDCl3*H 5 (ppm): 0.0 (6H, s); 0.75 (9H, s); 6.67-6.71 (2H, m); 7.52-7.56 (2H, m); 
9.64 (lH,s) 

Step 2 : l.[4.(tert-Butyl-dimethyl-silanyloxy)-phenyl]-prop-2-yn-l-ol 

A -78 °C solution of 4-(rerr-Butyl-dimethyl-silanyloxy)-benzaldehyde 3.3 g (13.9 mmol) in 
10 20 ml THF is treated dropwise with a solution of alkynyl magnesium chloride (1 8.2 mmol, 
36.4 ml of a 0.5 M solution in THF). After the addition is complete the mixture is allowed 
to warm to room temperature and stir overnight. Saturated aqueous NH4CI is added and the 
product extracted with 1:1 EtOAc/ EtaO (2x). The organic extracts were combined and 
washed with saturated aqueous NaCl solution, then dried (MgS04). Purified by flash 
15 chromatography with EtOAc/hexane eluent followed by crystallization from EtOAc/ 
hexane to obtain a white solid. 
Weight: 3.1 g Yield: 85% 

N.M.R: CDCI3 5 (ppm): 0.0 (6H, s); 0.78 (9H, s); 1.89 (IH, d, J = 6.1); 2.46 (IH, d, J = 
2.2); 5.21-5.22 (IH, m); 6.62-6.66 (2H, m); 7.20-7.24 (2H, m) 

20 Step 3 : tert-ButyI-dimethyK4-prop-2-ynyl-phenoxy)-silane 

To a solution of 3.0 g (11.4 mmol) l-[4-(rer^Butyl-dimethy^silanyloxy)'phenyl]-prop-2- 
yn-l-ol in CH2CI2 (20 ml) cooled to -78 is added 1.6 g (13.7 mmol) EtsSiH in one 
portion followed by 1.9 g (13.7 mmol) BFjEtiO dropwise over 2 minutes. The solution 
was wanned briefly to -20°C and then re-cooled to -78^C and stirred 2.5 hours. The 

25 mixture is then allowed to warm to room temperature and stir 1 hour. Saturated aqueous 
NH4CI is added and the solution extracted with EtOAc (2x). The organic extracts are 
combined and washed with saturated aqueous NaCl solution and dried (MgSO^. Purify by 
flash chromatography (EtOAc/ hexane eluent). Yellow oil. 
Weight: 0.57 g Yield: 20% 

30 MS: m/z (APCI, APH-) 247.0 [M ]^ 
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N.M.R: CDCI3 S (ppm):) 0.0 (6H, s); 0.79 (9H, s); 1.98 (IH, m); 3.35 (2H, m); 6.58- 
6.62 (2H, m); 7.00-7.02 (2H, m) 

Step 4; 4-(6-{3-[4-(tert-Butyl-dimethyl-silanyloxy)-phenyI]-prop-l"ynyl}-l-methyl- 
2,4-diox(Hl,4-dihydro-2/?-quinazolm-3-ylinethyl)-benzoic acid 
5 To 0.65 g (1.5 mmol) 4-(6-Iodo-l-inethyl-2,4-dioxo-l,4-dihydro-2H-quina2olin-3- 
ylmethyl)-benzoic acid and 0.77 g (6.0 mmol) di-isopropyl ethylamine in 15 ml DMF is 
added bis-triphenylphosphine palladium di-chloride (catalytic) followed by Cul (catalytic). 
0.5 g (2.0 mmol) rer/-Butyl-dimethyl-(4-prop-2-ynyl-phenoxy)-silane is added and the 
mixture is heated to 70 ^'C for 6 hours. The mixture is allowed to cool to room temperature 
10 and stir overnight. Water is added and the mixture stirred 30 minutes. Filter and dry under 
reduced pressure. Purify by flash chromatography (EtOAc/ hexane eluent) 
Weight: 0.097 g Yield: 12% 
MS: m/z (APCI, AP+) 555.3 [Mf 

CHN Analysis: C32H34N205Si ' 0.21 H2O Calcd: C, 68.82 ; H, 6.21 ; N, 5.02 . Found: C, 
15 68.42 ;H, 6.14 ;N, 4.97. 

Example 17: Methyl 4-[l-methyl-2,4-dioxo-6-(3-phenyl-prop-l-ynyl)-l,4-dihydro-2fl- 
quinazoliii-3-ylmethyI]-benzoate 

Step 1 ; Methyl 4-[(5-iodo-2-methyIamino-benzoyIamiDo)-methyI]-benzoate 

To 13.4 g (48.3 nmiol) 5-Iodo-2-methylamino-ben2oic acid 11.1 g (57.9 mmol) EDAC- 
20 HCl, 7.8 g (57.9 mmol) HOBT, and di-isopropyl ethylamine 7.5 g (57.9 mmol) in 200 ml 
DMF is treated with 11.7 g (57.9 mmol) 4-aminomethyl-benzoic acid methyl ester 
hydrochloride. The resulting mixtiu-e is stirred overnight at room temperature before 
diluting with water and stirring 20 minutes. The solid is filtered and then triturated in hot 
EtOAc, cooled and filtered. 
25 Weight: 14.5 g Yield: 71% 

MS: m/z (APCI, AP+) 424.2 [U f 

NM.R: DMSO 'H 5 (ppm): 2.7 (3H, d, J = 4.8); 3.80 (3H, s); 4.43 (2H, d, J = 5.8); 6.46 
(IH, m); 7.39-7.41 (2H, m); 7.51-7.54 (IH, m); 7.73-7.74 (IH, m); 7.86-7.90 (3H, m); 
9.03 (IH, m). 
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Step 2 : Methyl 4-(6-iodo-l-methyl-2,4-dioxo-l,4-dihydro-2ifHiuma2olin^^ 
ylmethyl)-benzoate 

To 3.4 g (8.0 mmol) 4-[(5Jodo-2-methylamino-benzoylamino)-methyl]-benzoic acid 

methyl ester in 20 ml THF and 10ml pyridine is added 2.4 g (8.0 mmol) triphosgene 
5 portionwise. After the addition is complete the mixture is heated to reflux for 1.5 hours. 

Cool and pour onto ice. The solution is made basic with the addition of saturated aqueous 

NaHCOa. The resulting solid is filtered and triturated in hot EtOAc. 

Weight: 2.4 g Yield: 66% 

MS: m/z (APCI, AP+) 45L0 [Mf 
10 N.M.R: DMSO 5 (ppm): 3.30 (3H, s); 3.82 (3H, s); 4.72 (2H. s); 7.09 (IH, d, J = 8.79); 

7.54-7.57 (2H, m); 7.51-7.54 (IH, m); 7.89-7.93 (2H, m); 8.23 (IH, m). 

Step 3 : Methyl 4-[l-methyl-2,4-dioxo-6-(3-phenyl-prop-l-ynyI)-l,4-dihydro-2fl- 
quinazolin-3-ylmethyl]-benzoate 

To 19.6 g (44.9 mmol) 4-(6-Iodo-l-methyl-2,4-dioxo-l,4-dihydro-2H-quinazolin-3- 
15 ylmethyl)-benzoic acid methyl ester and 23.2 g (179.6 mmol) di-isopropyl ethylamine in 
200 ml DMF is added bis-triphenylphosphine palladium di-chloride (1.0 g, catalytic) 
followed by Cul (0.4 g, catalytic). 7.3 g (62.9 mmol) 3-phenyl-propyne is added and the 
mixture is heated to 70 °C for 6 hrs. The mixture is allowed to cool to room temperature 
and stir overnight. Water is added and the mixture stirred 30 minutes. Filter and dry under 
20 reduced pressure. SoUd fi*om EtOAc. 
Weight: 5.0 g Yield: 27% 

MS: m/z (APCI, AP+) 425.1 [M]^ 

CHN Analysis: Calcd: C, 73.96 ; H, 5.06 ; N, 6.39 . Found: C, 73.60 ; H, 5.1 1 ; N, 6.37. 

Example 18: 2-DimethyIainino-ethyl 4-[l-methyl-2,4-dloxo-6-(3-phenyl-prop-l-ynyl)- 
25 l,4-dihydro-lBr-quinazolin-3-ylmethyl]-benzoate 

A mixture of 0.72 g (1.7 mmol) 4-[l-Methyl-2,4-dioxo-6-(3-phenyl-prop-l-ynyl)-l,4- 
dihydro-2H-quinazolin-3-ylmethyl]-benzoic acid, 0.43 g (2.2 mmol) EDAC-HCl, 0.29 g 
(2.2 mmol) HOBT in 10 ml DMF is treated with 0.1 9g (2.2 mmol) ethanolamine. The 



wo 03/033478 



PCT/EP02/12194 



55 

resulting mixture is stirred overnight at room temperature before diluting with water and 
extracting with 1:1 EtOAc/ Et20 (2x). The combined organic extracts are washed with 
saturated aqueous NaCl (3x), dried (MgS04). The resulting oil is dissolved in EtOAc and 
treated with saturated methanolic HCl. Concentration provided a solid which is triturated 
5 in EtOAc and filtered. 

Weight: 0.21 g Yield: 23% 

MS: miz (APCI, AP+) 496.2 tM ]^ 

CHN Analysis: C30H29N3O4 " 0.25 H2O Calcd: C,67.16 ; H, 5.73 ; N, 7.83 . Found: C, 
66.77 ;H, 5.56 ;N, 7.64. 

10 Example 19 : ^;^^Dimethyl■4-(l-methyI-2,4-dioxo-6-(3-pheny^prop•l-ynyI)-l,4- 
dihydro-2ff-quinazoliii-3-ylmefliyll-benzamide 

Step 1 : 4-[l-Methyl-2,4-dioxo-6-(3-phenyl-prop-l-ynyl)-l,4-dihydro-2^-quinazoIin- 
3-ylmethyl]-benzoyl chloride 

To a stirred suspension of 4.0 g (9.4 mmol) of compound obtained in Example 12 in 150 
15 ml of dichloromethane were added, under nitrogen atmosphere, 4 drops of N,N- 
dimethylformamide and 0.9 mL (10.4 nunol) of oxalyl chloride. The mixture was stirred 
for 4 hours at room temperature. The suspension had partially cleared. An additional 1.8 
mL (20.8 mmol) of oxalyl chloride was added and the reaction went immediately clear. 
The reaction was stirred for an additional hour and then concentrated xmder vacuum. The 
20 resulting solid was redissolved in diethyl ether and again concentrated in vacuo. The 
resulting yellowish solid was stored under nitrogen and used without further purification. 

Step 2 : A^,A^-DimethyM-Il-methyl-2,4-dioxo-6-(3-phenyl-prop-l-ynyI)-l,4-dihydro- 

2fl-quinazolin-3-ylmethyl]-benzamide 
To a solution of 0.5 g (1,1 mmol) of compound obtained in Step 1 in 50 ml of 
25 dichloromethane, 10 ml of dimethylamine in ether were added and stirring was continued 
at room temperature for 16 hours. The reaction mixture was partitioned between 1 M HCl 
and dichloromethane. The organic layer was washed with saturated sodium bicarbonate, 
dried over magnesium sulfate, filtered, and concentrated to give 0.4g of the desired 
product. 
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N.M.R: CDCI3 'H 5 (ppm): 8.30 (s, IH), 7.71 (dd, IH). 7.53 (d, 2H), 7.41-7.25 (m, 7H), 
7.12 (d, IH), 5.27 (s, 2H), 3.84 (s, 2H), 3.58 (s, 3H). 3.07 (bs, 3H), and 2.94 (bs, 3H) 
MS : M* +1 = 452.2 Da 
Mp= 171-173 °C 
5 Purity (HPLC) : 100% 

Example 20 : l-Methyl-fr-(3-phenyl-prop-l-ynyl)-3-[4-(piperidine-l-carbonyl>- 
benzyl)-lH-quioazoline-2,4-dioDe 

The compound is obtained, as a white solid, according to the procedure of Example 19, 
Step 2, but using pipoidine. 
10 N.M.R: CDCI3 'H 8 (ppm): 8.30 (s, IH), 7.70 (dd, IH), 7.53 (d, 2H), 7.41-7.25 (m, 7H), 
7.12 (d, IH), 5.27 (s, 2H), 3.83 (s, 2H), 3.65 (bs, 2H), 3.58 (s, 3H), 3.32 (bs, 2H), and 1.64 
(bs, 6H) 

MS : IVT +1 = 492.3 Da 
Purity (HPLC) : 100% 

15 Example 21 ; iV-Ethyl-4-Il-methyI-2,4-dioxo-6-(3-phenyl-prop-l-ynyl)-l,4-dihydro- 
2£r-quinazolin-3-ylmethyl)-benzaiiude 

The compound is obtained, as a white solid, according to the procedure of Example 19, 

Step 2, but using ethylamine. 

N.M.R: DMSO ^H 5 (ppm): 8.37 (bt, IH), 8.02 (s, IH), 7.82 (dd, IH), 7.73 (dd, 2H), 7.46 
20 (d, IH), 7.41-7.32 (m, 6H), 7.26-7.22 (m, IH), 5.14 (s, 2H), 3.90 (s, 2H), 3.50 (s, 3H), 3.24 
(q, 2H), and 1.08 (t, 3H) 
MS: NT +1=452.3 Da 
Purity (HPLC) : 100% 



Example 22 ; l-Methyl-3-[4-(4-methyl-piperazine-l-carbonyl)-ben2yI]-6-(3-phenyl- 
25 prop-l-yDyl)-lfr-quinazoline-2,4-dione 
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When in the procedure of Example 19, Step 2, dimethylamine is replaced with N-methyl 
piperazine, and the reaction is concentrated and triturated with saturated sodium 
bicarbonate solution, flie title compound is obtained as an off-white solid. 
N.M.R: CDCh 'H 5 (ppm): 8.30 (s, IH). 7.70 (dd, IH), 7.53 (d, 2H), 7.41-7.25 (m, 7H), 
5 7.13 (d, IH), 5.27 (s, 2H), 3.83 (bs, 4H), 3.58 (s, 3H), 3.48 (bs, 2H), 2.52 (bs, 4H), and 
2.36 (s, 3H) 

MS : +1 = 507.3 Da 

Example 23 ; iV,^-Bis-(2-hydroxy-ethyI)-4-[l-methyl-2,4-dioxo-6-(3-phenyl-prop-l- 
ynyl)-l,4-dihydro-2/r-qumazolin-3-ylmethyl]-benzaiiiide 

10 The compound is obtained according to the procedure of Example 19, Step 2, but using 
diethanolamine; the title compound is isolated as an off-white solid. 
N.M.R: CDCI3 'H 8 (ppm): 8.29 (s, IH), 7.70 (dd, IE), 7.52 (d, 2H), 7.41-7.25 (m, 7H), 
7.12 (d, IH), 5.26 (s, 2H), 3.94 (bs, 2H), 3.83 (s, 2H), 3.67 (bs, 4H), 3.58 (s, 3H), 3.42 (bs, 
2H), and 2.93 (bs, 2H) 

15 MS :M'"+1 =512.3Da 

Example 24 ; 3-(4-Hydroxymethyl-beiizyl)-l-methyI-6-(3-phenyl-prop-]-ynyI)-l^- 
qumazoline-2,4-dione 

A solution of 0.5 g (1.1 mmol) of compound obtained in Example 19, Step 1 in 50 ml of 
tetrahydrofuran, was added dropwise to a suspension of 0.047 g (1.2 mmol) lithium 

20 aluminum hydride in 50 ml tetrahydrofuran at O^'C. After complete addition, the off-white 
suspension was warmed to room temperature and stirring was continued for 4 hours. The 
reaction mixture was concentrated in vacuum and carefully partitioned between 1 M HCl 
and ethyl acetate. The organic layer was dried over magnesium sulfate, filtered, and 
concentrated to give an oily yellow solid. Chromatography (silica, 1:1 ethyl 

25 acetate/hexanes) gave 0.25 g of the title compound as a white solid. 

N.M.R: CDCI3 5 (ppm): 8.30 (s, IH), 7.69 (dd, IH), 7.50 (d, 2H), 7.41-7.25 (m, 7H), 
7.11 (d, IH), 5.26 (s, 2H), 4.64 (bs, 2H), 3.84 (s, 2H), 3.57 (s, 3H), and 1.56 (bs, IE) 
MS :M^ +1-411.2 Da 
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Mp = 161-164 "C 
Purity (HPLC) : 100% 

EYamnle 25 : 3-(3-ChIoro-benzyl)-l-methyl-6-(3-phenyl-prop-ynyl)-l^-quma2oline- 
2,4-dione 

Stepl : 3-(3-Chloro-benzyl)-6-iodo-l-methyl-l^r-quina2oline-2,4-dione 
To a suspension of 6-iodo-l -methyl- l//-quinazoline-2,4-dione (0.300 g, 0.993 mmol) in 8 
ml of DMF was added cesium carbonate (0.971 g, 2.98 mmol). After stirring at room 
temperature for 30 min, a solution of 3-chlorobenzyl bromide (0.128 ml, 0.993 mmol) in 2 
ml of DMF was added dropwise to the reaction mixture and stirred overnight. After 24 h 
stirring at room temperature, white solids (cesium salt) were filtered and the solution was 
concentrated. The resulting suspension was diluted with 10 ml of ethyl acetate and filtered 
again. The filtrate was concentrated and trituration witii 10 ml diethyl etha- gave 0.25 g 
(59%) ofa white solid. 
MP: 164-166 •'C 
MS(APCI+): m/z 427.0 (MiO 

N.M.R: DMSO 'H 5 (ppm): 3.51 (s, 3H, NC/0). 5.09 (s, 2H. NCfl^Ar), 7.26-7.37 (m, 4H, 
Ar/0, 7.37 (s, IH, Ari?), 8.05 (dd, 7=8.78, 2.20 Hz, IH, Ar/^. 8-27 (d, J= 2.20 Hz, IH, 

Step 2 ; 3-(3-Chloro-ben2yl)-l-methyl-6-(3-phenyl-prop-l-ynyl)-lJ5r-quina2oIine-2,4- 
dione 

To a mixture of 3-(3-chloro-benzyl)-6-iodo-l-methyl-lH-quinazoline-2,4-dione (0.224g, 
0.525 mmol), Cul (0.010 g, 0.053 mmol) and Pd(PPh3)4 (0.030 g, 0.026 mmol), (after 
purging with nitrogen for 5 min) in 10 ml of anhydrous dioxane was added 3-phenyl-l- 
propyne (0.098 ml, 0.79 mmol), and followed by diisopropylamine (0.147 ml, 1.05 mmol). 
Under a nitrogen atmosphere, the reaction mixture was stirred at room temperature for 24 
h. After the reaction was completed, ethyl acetate (20 ml) was added and white solids, 
(H2N(I-Pr)2Br) were filtered through celite. The filtrate was concentrated. The product was 
purified by flash column chromatography on siUca gel (20% ethyl acetate:hexane) and 
concentrated. After stirring at room temperature for 24 h, the reaction mixture was 
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concentrated affording a yellow oil. Trituration with 10 ml of diethyl ether gave 0.200 g 
(91.7%) of a white solid 
MP : 164-166°C; 

Anal. Calcd for C25H,9N202Cli: C, 71.23; H, 4.72; N, 6.65. Found: C, 70.85; H, 4.39; N, 
5 6.45. 

N.M.R: DMSO 'H 5 (ppm): 3.50 (s, 3H, NC//j). 3.90 (s, 2H, CC/fiAr), 5.10 (s, 2H, 
NCZ/iAr), 7.22-7.47 (m, lOH, AxH), 7-82 (dd, /=8.78, 2.20, IH, AiH), 8.02 (d, 7=2.20 Hz, 
IH, hxH); MS(APCI+): m/z 413.1 (MH-). 

Example 26 : 3-(3-Fluor»-beiizyI)-l-methyI-6-(3-phenyl-prop-l-yDyI)-lH-quiiiazoliDe- 
10 2,4-dione 

Step 1 : 3-(3-Fluoro-beiizyl)-6-iodo-l-methyI-li7-quinazoline-2,4-dione 

The compound is obtained according to the procedure of Example 25, Step 1, but using 3- 
fluorobenzyl bromide and the compound obtained in the preceding Step 1. 
Weight: 0.30 g; Yield = 75% 

15 MP = 153-155 "C 

MS(APCI+): m/z 408.9 (MH*) 

N.M.R: DMSO 'H 5 (ppm): 3.51 (s, 3H, NCifj), 5.10 (s, IH, NC/Z^Ar), 7.05-7.30 (m, 3H, 
AxH), 7.31-7.35 (m. 2H, Arfl), 8 06 (dd, /=8.78, 2.20 Hz, IH, Ar^, 8.26 (d, 7=1.95 Hz, 
lH,Ar/0 

20 

Step 2 : 3-(3-ChIoro-ben2yl)-l-methyl-6-(3-phenyl-!prop-l-ynyl)-l/r-quina2oline-2,4- 

dione 

The compotmd is obtained according to the procedure of Example 25, Step 2, but using 3- 
phenyl-l-propyne. 
25 Weight: 0.24 g Yield = 83% 
MP: 143-144''C 

Anal. Calcd for C25H,9N202F,: C, 74.09; H, 4.91; N, 6.91. Found: C, 73.69; H, 4.61; N, 
6.78. 



wo 03/033478 



PCT/EP02/12194 



60 

N.M.R: DMSO 'H 5 (ppm): 3.50 (s, 3H. NCFj), 3.90 (s, 2H, CCH2A1), 5.12 (s, 2H. 
NCiy^Ar), 7.14-7.41 (m, 9H, AiH), 7.46 (d, 7=8.54 Hz, IH, AiH), 7.81 (dd, >8.78, 1.95 
Hz, IH, AiH), 8.02 (d, 7=2.20 Hz, IH, AiH); MS(APCI+): m/z 397.1 (MHO. 

Example 27 : 3-(4-ChIoro-benzyl)-l-methyl-6-(3-phenyl-prop-l-ynyl)-lfl- 
5 quinazoUne-2,4><lione 

Stepl : 3-(4-Chloro-beiizyl)-6-iodo-l-methyl-lJ3'-qumazoliiie-2,4-dione 
The compound is obtained according to the procedure of Example 25, Stq> 1, but using 4- 
chlorobenzyl bromide. 
Weight: 0.40 g Yield = 94% 
10 MS(APCI+): m/z 424.9 (MH ) 

N.M.R: DMSO 'H 8 (ppm):) 3.51 (s, 3H, NCi/j), 5.08 (s, IH, NC/^^Ar), 7.27-7.34 (m, 4H, 
ArH), 7.31-7.35 (m, 2H, AiH), 8.06 (dd, 7=8.78, 2.20 Hz, IH, AxH), 8.26 (d, 7=2.20 Hz, 
m,AiH) 

Step 2 ; 3-(4-ChIoro-beiizy!)-l-methyl-6-(3-phenyl-prop-l-ynyl)-lfl-quinaroline-2,4- 

15 dione 

The compound is obtained according to the procedure of Example 25, Step 2, but using 3- 
phenyl-l-propyne and the compound obtained in the preceding Step 1. 
Weight: 0.10 g Yield = 74% 
MP: 175-176°C 

20 Anal. Calcd for C25H,9N202Cli: C. 70.57; H, 4.33; N, 6.18. Found: C, 70.86; H, 4.56; N, 
6.58 

N.M.R: DMSO 'H 6 (ppm): 3.51 (s, 3H, NCflj), 3.90 (s, 2H, CC/^zAr), 5.09 (s, 2H, 
NCHiAr), 7.24-7.47 (m, lOH, AiH), 7.80 (dd, >6.59. 2.20 Hz, IH. AiH), 8.02 (d, 7=2.20 
Hz, IH, AiH); MS(APCI+): m/z 413.1 (MHO. 



'25 



Example 28 : 4-rfrf3-Imidazol-l-Yl-prop-l-ynyn-l-methyl-2,4>dioxo-l,4-dihydro-2g- 
quinazoIin-3-ylmethyl]-benzoic acid; compound with trifluoro-acetic 
acid 
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The compound is obtained according to the procedure of Example 25, Step 2, but using 1- 
prop-2-ynyl- l/f-imidazole. 
Weight: 0.24g Yield = 96% 
Purity (HPLC) = 98.2% 
5 N.M.R: DMSO 'H 5 (ppm): 3.52 (s, 3H, NC/fj), 5.17 (s, 2H, CCH2AT), 5.42 (s, 2H, 
NCH2A1), 7.40 (d, J=8.30 Hz, 2H, Ar^, 7.51 (d, 7=8.78 Hz, 2H. AiH), 7.84-7.89 (m. 4H, 
AiH), 8.14 (d, y-1.95 Hz, IH, AiH) 
MS(APCI+): m/z 415.3 (MH^. 

gyamnle 29 : 3-(3,4-Difluoro-ben^i)-6-(3-imidazol-l-yl-prop-l-ynyl)-l-methyl-lfl'- 
10 quuiazo..— _, ... 

Step 1 : 3-(3,4-Difluoro-benzyI)-6-iodo-l-methyHfr-quuiazoline-2,4-dione 

The compound is obtained according to the procedure of Example 25, Step 1, but using 
3,4-difluorobenzyl bromide. 

Step 2 ; 3-(3,4-Difluoro-benzyl)-6-(3-imida2ol-l-yl-prop-l-ynyl)-l-methyHJ5- 
15 quinazoline-2,4-dione 

The compound is obtained according to the procedure of Example 25, Step 2, but using 1- 
prop-2-ynyl-l ^-imidazole and the compound obtained in the preceding Step 1. 
Weight: 0.26 g Yield = 93% 

MP: 163.165°C 
20 Purity (HPLC) = 98.4% 

N.M.R: DMSO 'H 5 (ppm): 3.50 (s, 3H, NC//j), 5.08 (s, 2H, CCHiAi), 5.19 (s, 2H, 
NCfl^Ar), 6.96 (s, IH, AiH), 7.17 (s, IH, AiH), 7.30-7.41 (m, 3H, AiH), 7.48 (d, ^8.78 
Hz, IH, AxH), 7.81-7.85 (m, 2H, AiH), 8.05 (d, 7=2.20 Hz, IH, AiH) 
MS(APCI+): m/z 407.3 (MH^. 



25 Kyample3Q : 6-(3-(4-Chloro-pheiiyI)-prop-l-ynyll-3-(3,4-difluoro-beiizyl)-l-methyl- 
U5r-quinazoline-2,4-dione 
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The compound is obtained according to the procedure of Example 25, Step 2, but using 1- 
chloro-4-prop-2-ynyl-benzene. 
Weight: 0.20 g Yield = 63% 
MP: 163-165°C 
5 Purity (HPLC) = 99.04% 

N.M.R: DMSO 'H 5 (ppm): 3.50 (s, 3H, NCi/j), 3.91 (s, 2H, CCH2A1), 5.08 (s, 2H, 
NCH2A1), l.n (s, IH, ArH), 7.30-7.47 (m, 7H, AiH), 7.82 (dd, 7=6.59, 1.95 Hz, IH, 
AiH), 8.02 (d, >1.95 Hz, 2H, AiH) 
MS(APCI+): m/z 449.1 (MH*). 

10 Ryamnie 31 : 3-(3-Chloro-benzyI)-6-(3-(4-chloro-phenyl)-prop-l-ynyI]-l-mefliyl-lJJ- 
quinazoline-2,4-dione 

The compound is obtained according to the procedure of Example 25, Step 2, but using 1- 
chloro-4-prop-2-ynyl-benzene. 
Weight: 0.03 g Yield = 31% 
15 MP: 169-171°C 

Anal. Calcd for C25H,8N202Cl2: C, 65.44; H, 4.19; N, 6.10. Found: C, 65.06; H, 3.96; N, 
5.89 

N.M.R: DMSO 'H 5 (ppm): 3.50 (s, 3H, NCFj), 3.91 (s, 2H, CCH2A1), 5.10 (s, 2H, 
NC/72Ar), 7.30-7.47 (m, 9H, AiH), 7.82 (dd, 7=6.34. 2.20 Hz, IH, AiH), 8.03 (d, 7=1.95 
20 Hz, 2H. AiH) 

MS(APCI+): m/z 448.4 (MH^. 

Kvamnle 32 : 3-(3,4-Difluoro-benzyl)-l-inethyl-6-(3-[l,2^1triazoH-yl-prop-l-ynyl)- 
l£'-quinazoUne-2,4-dione 

The compound is obtained according to the procedure of Example 25, Step 2, but using 1- 
25 prop-2-ynyl-lH-[l,2,3]triazole. 

Weight: 0.20 g Yield = 70% 

MP: 167-169°C 

Purity (HPLC) = 95.2%. 
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N.M.R: DMSO 'H 6 (ppm): 3.54 (s, 3H, NCffj), 5.07 (s, 2H, CCH2A1), 5.62 (s, 2H, 
NCfl^Ar), 7.30-7.37 (m, 3H, AiH), 7.48 (d, ^8.78 Hz, IH, AiH), 7.78 (s, IH, AiH); 7.84 
(dd,>=6.59, 2.20 Hz, IH, AiH), 8.06 (s, IH, Ar//), 8.29 (s, IH, AiH). 
MS(APCI+): m/z 408.2 (MH^. 

5 Eyample 33 : 3-(3,4-Difluoro-benzyl)-l-methyl-6-(3-[l^,41tria2ol-l-yI-prop-l-ynyl)- 
l£r-quiDazoluie-2,4-dioDe 

The compound is obtained according to the procedure of Example 25, Step 2, but using 1- 
prop-2-ynyl-lH-[l ,2,4]triazoIe. 
Weight: 0.25 g Yield = 88% 
10 MP: 185-187°C 

Anal. Calcd for C21H15N5O2F2: C, 59.4; H, 4.10; N, 16.3. Found: C, 59.7; H, 3.75; N, 
16.1 

N.M.R: DMSO 'H 5 (ppm): 3.54 (s, 3H, NC/6), 5.07 (s, 2H, CCH2A1), 5.41 (s, 2H, 
NC^aAr), 7.32-7.35 (m. 3H, AiH), 7.47 (d, >8.54 Hz, IH, ArH), 7.85 (dd, 7=8.78, 2.20 
15 Hz, IH, AiH); 8.02-8.05 (m, 2H, Arfl), 8.67 (s, IH, AxH) 
MS(APCI+): m/z 408.1 (MH^. 

Example 34 : 3-(3,4-Dichloro-benzyl)-l-methyl-6-(3-[l^,41tria2ol-l-yl-prop-l-ynyl)- 
ljEr-quinazoline-2,4-dione 

The compoimd is obtained according to the procedure of Example 25, Step 2, but using 1- 
20 prop-2-ynyl-lH-[l,2,4]triazole. 

Weight: 0.20 g Yield = 71% 
MP: 171-172"C 

Anal. Calcd for C2iH,5N502Cl2: C, 55.6; H, 3.75; N, 15.3. Found: C, 55.7; H, 3.56; N, 
14.9 

25 N.M.R: DMSO 'H 5 (ppm): 3.51 (s, 3H, NC^6). 5.08 (s, 2H, CCH2A1), 5.41 (s, 2H, 
NC^^Ar), 7.29-7.32 (dd, 7=8.54. 1.95 Hz, IH, AiH), 7.48 (d, 7=8.54 Hz, IH. AiH), 7.54 
(d, 7=8.30 Hz, IH. AiH), 7.59 (s, IH, AiH), 7.84 (dd, 7=8.54, 1.95 Hz, IH), 8.03-8.06 (m, 
2H, Ar^, 8.67 (s. IH, AiH), 
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MS(APCI+): /n/z 441.1 (MR-). 

Example 35 : 3-(3,4-DichIoro-benzyl)-l-methyl-6-(3-phenyI-prop-l-ynyl)-lJ3- 
quinazoIine-2,4-dione 

The compound is obtained according to the procedure of Example 25, Step 2, but using 3- 
5 phenyl- 1-propyne. 

Weight: 0.10 g Yield = 34% 
MP: 185-187°C 
HPLC = 95.2% purity 

N.M.R: DMSO 5 (ppm): 3.50 (s, 3H, NCH3I 3.90 (s, 2H. CCHiAi), 5.09 (s, 2H, 
10 NCi/2Ar), 7.30-7.60 (m, 7H, AiH), 7.82 (dd, J=6.83, 1.95 Hz, IH, AiH), 8.02 (d, ^2.20 
Hz, IH, AiH) 

MS(APCI+): m/z 440.2 (MH^). 

Example 36: 3-(4-Fluorobenzyl)-6-(3-phenyl-prop-l-ynyl)-l-methyHfl-quinazoliii- 
2,4-dione 

15 Step 1 : 2-amino-7V-(4-fluorobenzyl)-5-iodo-benzamide 

To a stirred solution of 6.15 g (38 mmol) 4-fluoro-benzylamine hydrochloride and 3.84 g 
(38 mmol) triethylamine in 150 ml DMF are added successively 5.14 g (38 mmol) HOBT, 
10 g (38 mmol) 2-amino-5-iodoben2oic acid and 7.29 g (38 mmol) EDAC at room 
temperature. After stirring ovemight at this temperature, the solvent is removed under 
20 reduced pressure and the residue dissolved in dichloromethane. The organic phase obtained 
is washed successively with water, IN hydrochloric solution and water, dried over sodium 
sulfate and concentrated to give the desired product as a solid : 
Weight : 13.2 g Yield : 94 % 

Step 2 : 3-(4-fluoro-benzyl)-6-iodo-lJff^quinazoIin-2,4-dione 
25 To a solution of 13.2 g (35.6 mmol) of the compound obtained in Step 1 in 300 ml dry 
tetrahydrofurane arc added 6.36 g (39.2 mmol) of 1, r-carbonyldiimidazole. The mixture 
obtained is heated at 60''C under stirring for 24 hours ; 6.36 g of 1, 1 '-carbonyldiimidazole 
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are added and the solution stirred and heated for further 24 hours. The solvent is 
evaporated under reduced pressure, the residue triturated in 500 ml water. Filter and dry to 
give a white solid. 

Weight:! 1.7 g Yield : 83 % 

5 Step 3 : 3-(4-fluoro-benzyl)-6-iodo-l-methyl-l£r-quinazolin-2,4-dione 

To a stirred suspension of 11. 7 g (29.5 mmol) of the compound obtained in Step 2 in 1 10 
ml DMF were added 6.12 g (44.3 mmol) potassium carbonate and, 15 minutes later, 20.9 g 
(147 mmol) of iodomethane. The mixture is stirred at room temperature for 1.5 hour, the 
filtrate evaporated and the residue partitioned between water and dichloromethane. The 
10 organic phase is separated, washed with water, dried over sodium sulfate and concentrated 
to give the desired product as a white solid. 
Weight : 12 g Yield : 99 % 

Step 4 : 3-(4-Fluorobenzyl)-6- [S-phenyl-prop-l-ynylJ-l-methyHfr-quinazolin- 
2,4-dione 

15 To 0.5 g (1.21 mmol) of compound obtained in Step 3 and 0.625 g (4.84 mmol) of N-ethyl, 
N,N-di-isopropylamine in 5 ml of dimethylformamide are added bis-triphenylphosphine 
palladium dichloride (42 mg) followed by Cul (catalytic) under nitrogen atmosphere. 0.198 
g (1.7 mmol) 3-phenyl-prop-l-yne is added and the mixture is heated to 50°C for 1.5 hour. 
The mixture is allowed to cool, water added and the mixture obtained stirred for 30 

20 minutes. Filter and dry to give 0.58 g of crude solid. Purify by chromatography 
(dichloromethane 70 / cyclohexane 30 eluent). 
Weight : 0.37 g Yield : 77 % 

Sample recrystallized in methanol 

N.M.R: CDCI3 5 (ppm):; 3.57 (s, 3H); 3.84 (s, 2H); 5.22 (s, 2H); 6.92-7.02 (m, 2H); 
25 7.11 (d, IH) ; 7.27 (d, IH) ; 7,31-7.44 (m, 4H) ; 7.47-7.56 (m, 2H) ; 7.69 (d, IH) ; 8.30 (s, 
IH). 

MP = 160°C 

Purity (HPLC) : 99 % 

Example 37: 3-(4-Fluoroben2yl)-6-[3-(4-methoxyphenyl)-prop-l-ynyll-l-methyl-lfir- 
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quinazoiiiir2,4-dione 

The compound is obtained according to the procedure of Example 36 from Step 1 to Step 
4, but using 3-(4-methoxyphenyl)-prop-l-yne (described in the literature : J, Prakt. Chem., 
1966, 33, 84-95) in Step 4 instead 3-phenyl-prop-l-yne 
5 Sample recrystallized in methanol 
Yield: 25% 

N.M.R: CDCb 6 (ppm): 3.58 (s, 3H) ; 3.77 (s, 2H) ; 3.81 (s, 2H) ; 5.22 (s, 2H) ; 6.89 (d, 
2H) ; 6.94-7,01 (m, 2H) ; 7.11 (d, IH) ; 7.31 (d, 2H) ; 7.49-7.54 (m, 2H) ; 7.68 (d, IH) ; 
8.29 (s,lH). 
10 MP=136X 

Purity (HPLC) : 98% 

Example 38: 3-(4-Fluorobenzyl)-6-[3-(4-methoxyphenyl)-3-oxo-prop-l-ynyl)-l- 
methyl-lfr-quinazolin-2,4-dione 

Step 1 : 3-(4-Fluorobenzyl)-6-[2-trimethyIsilyl-ethyn-l-yl]-l-methyHfl-qumazoUn- 

15 2,4-dione 

To a stirred solution of 2.0 g (4.87 mmol) of the compound prepared according to the 
procedure of Example 36 Step 3 and 2.52 g (4.84 mmol) of JV^ethyl, N,N-^- 
isopropylamine in 20 ml of dimethylfonnamide is added bis-triphenylphosphine palladium 
dichloride (170 mg, catalytic) followed by Cul (catalytic) xmder nitrogen atmosphere. 0.67 

20 g (6.8 mmol) of 2-trimethylsiIylacetylene is added and the mixture is stirred at room 
temperature for 1.5 hour. The mixture is allowed to cool, water added and the mixture 
obtained stirred for 30 minutes. Filter and dry to give the crude product. 
Weight: 1.8 g Yield: 97% 

Step 2 : 3-(4-Fluorobenzyl)-6-(ethyn-l-yl)-l-methyl-lJ?-quinazolin-2,4-dione 

25 To a stirred solution of 0.5 g (1.31 mmol) of the compound obtained in Step 1 in 200 ml 
methanol is added 1.44 ml IM NaOH solution. The mixture is stirred at room temperature 
for 2 hours, the insoluble solid filtered off and the filtrate concentrated under vacuum; the 
residue is partitioned between water and dichloromethane, the organic phase is separated. 
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washed with water, dried over sodium sulfate and concentrated to give the desired product 
as a white solid. 

Weight: 0.4 g Yield: 100% 

Step 3 : 3-(4-FIuorobenzyl)-6-[3-(4-methoxyphenyl)-3-oxo-propyn-l-yI]-l-inethyl- 
5 li7-quiDazoliD-2,4-dione 

To a solution of 0.3 g (0.97 mmol) of the compound obtained in Step 2 and 0.39 g (3.88 
mmol) of triethylamine in 5 ml of benzene are added successively 34 mg (catalytic) of bis- 
triphenylphosphine palladium dichloride and 0.23 g (1.36 mmol) of 4-methoxybenzoyl 
chloride. The mixture is heated at 70**C under stirring for 1.5 hour, allowed to cool and 
10 partitioned between water and dichloromethane. The organic phase is separated, washed 
with brine, dried over sodium sulfate and concentrated to give the crude product as 0.45 g 
of white solid. Purify by chromatography (dichloromethane eluent) : 
Weight : 0.2 g Yield : 46 % 

N.M.R: CDCI3 5 (ppm): 3.61 (s, 3H) ; 3.91 (s, 3H) ; 5.24 (s, 2H) ; 6.93-7.03 (m, 3H) ; 
15 7.21-7.28 (m, 2H) ; (d, IH) ; 7.49-7.57 (m, 2H) ; 7.92 (d, IH) ; 8.18 (d, 2H) ; 8.54 (s, IH). 
MP = 240°C 
Purity (HPLC) = 96% 

PHARMACOLOGICAL STUDIES OF COMPOUNDS OF THE INVENTION 

Eigample 39 : Evaluation of the in vitro activity of flie MMP-13 inhibitor compounds 
according to the invention. 

20 The inhibitory activity of the compounds of formula (I) according to the invention with 
respect to matrix metalloprotease-13 is evaluated by testing the ability of the compounds of 
the invention to inhibit the proteolysis of a peptide substrate with MMP-13. 
The peptide substrate used in the test is the following peptide: Ac-Pro-Leu-Gly-thioester- 
Leu-Leu-Gly-OEt. 

25 The inhibitory activity of a compound of formula (I) according to the invention is 
expressed as the IC50 value, which is the concentration of inhibitor for which an inhibition 
of 50% of the activity of the matrix metalloprotease under consideration is observed. 
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To carry out this test, a reaction medium of 100 \il volume is prepared, containing: 50 mM 
of HEPES buffer, 10 mM of CaCh and 1 mM of 5,5'-dithiobis-(2-nitrobenzoic acid) 
(DTNB), and 100 ^M of substrate, the pH being adjusted to 7.0. 

Increasing concentrations of the inhibitory compound present in a 2.0% DMSO solution 
5 and 2.5 nM of the catalytic domain of human MMP-13 are added to the test samples. 

The concentrations of inhibitors present in the test samples range from 100 |iM to 0.5 nM. 

The measurement of the proteolysis of the substrate peptide is monitored by measuring the 

absorbence at 405 nm using a spectrophotometer for reading microplates, at the laboratory 

temperature, the measurements being carried out continuously for 10 to 15 minutes. 
10 The ICso values are calculated from a curve in which the percentage of the catalytic 

activity relative to the control is represented on the X-axis and the concentration of 

inhibitor is represented on the Y-axis. 

The ICso values on MMP-13 of the compounds of Examples 1 to 38 are all below 10 jiM. 



The test described above for the inhibition of MMP-13 was also adapted and used to 
15 determine the ability of the compounds of formula (I) to inhibit the matrix 
metalloproteases MMP-1, MMP-2, MMP-3, MMP-7, MMP-9, MMP-12 and MMP-14. 
The resuhs obtaiaed show that the compounds according to the invention generally have 
ICso values for MMP-13 which are about 100 times lower than the ICso values for the same 
compounds with respect to the other matrix metalloproteases tested. 



20 
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CLAIMS 

/- A compound selected from those of foraiula (I) : 




(D 



wherein 

Wi represents an oxygen atom, a sulfur atom, or a -NR3 group in which R3 represents 
hydrogen atom, (Ci-C6)alkyl, hydroxyl or cyano, 

W2 represents a group selected from : 

• hydrogen atom, trifluoromethyl, amino, mono(Ci-C6)alkylamino, 
di(Ci -C6)alkylamino, 

• (CrC6)alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, aryl, aryl(CrC6)alkyl, 
cycloalkyl(CrC6)alkyl, 5- or 6-membered monocycle heteroaryl, and 5- or 6- 
membered monocycle heterocycloalkyl, each of these groups being optionally 
substituted by one to four groups, which may be identical or different independently 
of each other, selected from halogen, amino, mono(CrC6)alkylamino, 
di(Ci-C6)alkylamino, cyano, trihalogeno(Ci-C6)alkyl, (Ci-C7)acyl, -C(=0)0R4, 
-OR4 and -SR4, wherein R4 represents a hydrogen atom or a (CrC6)alkyl group, 

or Wi and W2 form together a group of formula N-X4=W3 (in which the nitrogen atom is 
bound in place of the group Wi and the group W3 is bound in place of the group W2) 
wherein: 

• W3 represents a nitrogen atom or a group -CR5 in which R5 is selected from : 

- a hydrogen atom, 

- -0R6, -SRe in which Re is selected from hydrogen, (Ci-C6)alkyl and 
aryl(CrC6)alkyl; 
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- (CrC6)alkyl, cycloalkyl, aryl, aryl(Cj-C6)alkyl, heteroaryl, and 
heterocycloalkyl, each of these groups being optionally substituted by a group 
selected from -(CH2)p-0H and -(CH2)p-NH2, wherein p is an integer from 0 to 4 
inclusive, 

• X4 represents a nitrogen atom or a group -CR7 in which R7 is selected from 
hydrogen, -NRgRg, -ORg, -SRs, (Ci-C6)alkyl, cycloalkyl, aryl, aryl(CrCio)alkyl, 
heteroaryl, and heterocycloalkyl, 

^ each of these groups being optionally substituted by a group selected 
from -(CH2)p-0H and -(CH2)p-NH2, wherein p is as defined 
hereinbefore, 

^ and in which Rg and R9, identical or different independently of each 
other, are selected from hydrogen, (CrC6)alkyl and aryl(CrC6)alkyl, 

Xi, X2 and X3, identical or different independently of each other, represent a nitrogen atom 
or a carbon atom, the said carbon atom being optionally substituted by one group selected 
from : 

• (Ci-C6)alkyl, hydroxyl, (Ci-C6)alkoxy, halogen, trifluoromethyl, cyano, nitro, 

• -S(0)niR4 wherein ni represents an integer from 0 to 2 inclusive and R4 represents 
an hydrogen atom or a (Ci-C6)alkyl group, 

• and -NRioRi i wherem: 

^ Rio and Rn, which may be identical or different independently of each 
other, represent a group selected from hydrogen, (CrC6)alkyl, 
hydroxy(Ci-C6)alkyl, and aryl(CrC6)alkyl, 
^ or Rio and Rn form together with the nitrogen atom to which there are 
bound, a 5- or 6-ring members which can optionally contain a second 
hetero atom selected from nitrogen and oxygen, and which can be 
optionally substituted by a (Ci-C6)alkyl group, 
with the proviso that not more than two of the groups Xi, X2 and X3 simultaneously 
represent a nitrogen atom, 

n is an integer from 0 to 8 inclusive. 
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Z represents -CR12R13, wherein R12 and R13, identical or different independently of each 
other, represent a group selected from hydrogen, (CrC6)alkyl, trihalogeno(CrC6)alkyl, 
halogen, amino, mono(CrC6)alkylamino, di(Ci-C6)alkylamino, -OR4, -SR4, -C(=0)0R4, 
R4 being as defined hereinbefore, or -CR12R13 fonn together a carbonyl group, and 
5 - wherein when n is greater than or equal to 2, the hydrocarbon chain Z optionally contains 
one or two isolated or conjugated multiple bonds, 

- and/or wherein when n is greater than or equal to 2 one of said -CR12R13 may be replaced 
with a group selected from oxygen, S(0)n2 in which n2 represents an integer from 0 to 2 
inclusive, -NH and -N(CrC6)alkyl, 

10 

A represents a group selected from aryl, heteroaryl, cycloalkyl, and heterocycloalkyl, these 
groups being a 5- or 6-membered monocycle, or bicycle itself composed of two 5- or 6- 
membered monocycles, 

the groups R2, which may be identical or different independently of each other, are selected 
15 from hydrogen, (Ci-C6)alkyl, halogen, cyano, nitro, trihalogeno(Ci-C6)alkyl, -NRioRii, 
.0R,4, -SR14, -SOR14. -SO2R14, (CrC7)acyl, -(CH2)kNRioRii, -X5(CH2)kNRioRu, 
-(CH2)kS02NRi4Ri5, -X5(CH2)kC(=0)ORi4, -(CH2)kC(=0)ORi4, -X5(CH2)kC(=0)NRi4Ri5, 
-(CH2)kC(=0)NRi4Ri5, -X6-R16 and tri(Ci-C6)alkyl-Si-0- in which each alkyl is identical 
or different independently of each other, and in which : 
20 • X5 represents an oxygen atom, a sulftir atom, a -NH group, or a -N(Ci-C6)alkyl 

group, 

• k is an integer from 0 to 3 inclusive, 

• Rio and Ru are as defined hereinbefore, 

• Ri4 and R15, identical or different independently of each other, represent hydrogen or 
25 (Ci-C6)alkyl, 

• Xe represOTts a single bond, -CH2-, an oxygen atom or a sulfiir atom which is 
optionally substituted by one or two oxygen atoms, 

• R16 represents a group selected from aryl, heteroaryl, heterocycloalkyl, and 
cycloalkyl, each of these groups being optionally substituted by one to four groups, 

30 which may be identical or different independently of each other, selected from 
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(Ci-C6)alkyl, halogen, trihalogeno(CrC6)alkyl, hydroxyl, (Ci-C6)alkoxy, mercapto, 
(Ci-C6)alkylthio, amino, mono(CrC6)alkylamino, and di(Ci-C6)alkylaniino, 

q is an integer from 0 to 7 inclusive, 

Ri represents a group selected from: 

- hydrogen, (Ci-C6)alkyl, (C2-C6)alkenyl, and (C2-C6)alkynyl, the groups alkyl, alkenyl 
and alkynyl being optionally substituted by one to three groups, which may be identical or 
different independently of each other, selected from amino, mono(Ci-C6)alkylaniino, 
di(Ci-C6)alkylamino, cyano, trihalogeno(Ci-C6)alkyl, -C(=0)OR4, -OR4, -SR4, in which R4 
is as defined hereinbefore, 

- and the group of formula : 




in which: 

• m is an integer from 0 to 8 inclusive, 

• Y represents -CR18R19, wherein Ris and R19, identical or different independently of 
each other, represent a group selected from hydrogen, (CrC6)alkyl, phenyl, 
trihalogeno(CrC6)alkyl, halogen, amino, mono(CrC6)alkylamino, 
di(Ci-C6)alkylamino, -OR4, -SR4 and -C(=0)0R4 wherein R4 is as defined hereinbefore, 
and 

- wherein when m is greater than or equal to 2, the hydrocarbon chain Y optionally 
contains one or two isolated or conjugated multiple bonds, 

- and/or wherein when m is greater than or equal to 2, one of said -CRigRig niay 
be replaced with a group selected from oxygen, -S(0)n3 wherein n3 is an integer from 
0 to 2 inclusive, -NH- and -N(CrC6)alkyl, 

• B represents a group selected from aryl, heteroaryl, cycloalkyl, and 
heterocycloalkyl, these groups being a 5- or 6-membered monocycle, or bicycle itself 
composed of two 5- or 6-membered monocycles, 

• r is an integer from 0 to 7 inclusive, 
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• the group(s) Rn, which may be identical or different independently of each other, 
are selected from hydrogen, (Ci-C6)alkyl, halogen, cyano, nitro, 
trihalogeno(CrC6)alkyl, -NRioRn, -OR14, -SRh, -SORh, -SO2R14, (CrC7)acyl, 
-(CH2)kNR,oRi 1, -(CH2)k-ORi4, -(CH2)k-SRi4, -(CH2)k-SORi4, -(CH2VSO2R14, 
5 -X5(CH2)kNR,oRii, "(CH2)kS02NRi4Ri5, -X5(CH2)kC(=0)ORH, -(CH2)kC(=0)OR,4, 

-X5(CH2)kC(=0)NRioRii, -(CH2)kC(=0)NR,oRii, -Xe-Rie, and -(CH2)k-C(0)-OR2o, in 
which: 

^ X5, k, Rio, Rib Ri4, Ri5. and R16 are as defined hereinbefore, 
^ and R20 represents a group selected from -T-0R)4, -T-NRjoRii, 
10 -T-C(0)0Ri4, -T-C(0)NRioRii in which T represents a linear or 

branched (CrC6)alkylene chain and R14, Rio» and Rn are as defined 

hereinbefore, 

with the proviso that when Wi represents -NR3, W2 represents hydrogen atom, Xi and X2 
represent each a -CH group, X3 represents nitrogen atom, n is equal to zero, A represents a 
15 phenyl group, q is equal to one, Ri represents hydrogen atom, and R2 represents a group - 
(CH2)k-C02Ri4 bound on the para position of the phenyl ring, then k is an integer from 1 to 
6, 

and also with the proviso that compounds of formula (I) is not 2-amino-6-phenylethynyl- 
3H-pteridin-4-one, 

20 and optionally, its optical isomers, N-oxides, and addition salts thereof with a 
pharmaceutically-acceptable acid or base, 

it being understood that: 

- an aryl group denotes an aromatic monocyclic or bicyclic system containing from 5 
to 10 carbon atoms, and in the case of a bicychc system, one of the ring of which is 

25 aromatic in character, and the other ring of which may be aromatic or partially 
hydrogenated ; 

- a heteroaryl group denotes an aryl group as described above in which 1 to 4 caibon 
atoms are replaced by 1 to 4 hetero atoms selected from oxygen, sul&r and nitrogen ; 
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- a cycloalkyl group denotes a monocyclic or bicyclic system containing from 3 to 10 
carbon atoms, this system being saturated or partially unsaturated but without aromatic 
character ; 

- a heterocycloalkyl group denotes a cycloalkyl group as defined hereinbefore in 
5 which 1 to 4 carbon atoms are replaced by 1 to 4 hetero atoms selected from oxygen, 

sulfur, and nitrogen. 

2- A compound according to claim 1, wherein : 

Wi represents an oxygen atom, a sulfur atom, or a -NR3 group in which R3 represents 
hydrogen atom, (CrC6)alkyl, hydroxy! or cyano, 
10 W2 represents a group selected from : 

• hydrogen atom, trifluoromethyl, amino, mono(CrC6)alkylamino, 
di(Ci-C6)alkylamino, 

• (Ci-C6)alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, aryl, aryl(Ci-C6)alkyl, 
cycloalkyl(Ci-C6)alkyl, 5- or 6-membered monocycle heteroaryl, and 5- or 6- 

15 membered monocycle heterocycloalkyl, each of these groups being optionally 

substituted by one to four groups, which may be identical or different independently 
of each other, selected from halogen, amino, mono(Ci-C6)alkylamino, 
di(Ci-C6)alkylamino, cyano, trihalogeno(Ci-C6)alkyl, (Ci-C7)acyl, -C(-0)0R4, 
-OR4 and -SR4, wherein R4 represents a hydrogen atom or a (CrC6)alkyl group, 
20 and Xi, X2, X3, Ri, R2, A, Z, n and q are as defined in formula (I), 

optionally, its optical isomers , N-oxides, and addition salts thereof with a 
pharmaceutically-acceptable acid or base. 

J- A compound according to claim 1 in which it represents a compoimds of formula (lA) : 




(I/A) 



25 W3 represents a nitrogen atom or a group -CR5 in which R5 is selected from : 
- a hydrogen atom. 
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- -0R6, -SR6 in which Re is selected from hydrogen, (Ci-C6)allcyl and 
aryl(Ci-C6)alkyl; 

- (Ci-C6)alkyl, cycloalkyl, aryl, aryl(Ci-C6)alkyl, heteroaryl, and 
heterocycloalkyl, each of these groups being optionally substituted by a group 

5 selected from -(CH2)p-0H and -(CH2)p-NH2, wherein p is an integer from 0 to 4 

inclusive, 

X4 represents a nitrogen atom or a group -CR7 in which R7 is selected from hydrogen, 
-NR8R9, -ORg, -SRs, (Ci-C6)alkyl, cycloalkyl, aryl, aryl(CrCio)alkyl, heteroaryl, and 
heterocycloalkyl, 

10 ^ each of these groups being optionally substituted by a group selected 

from -(CH2)p-0H and -(CH2)p-NH2, wherein p is as defined 
hereinbefore, 

^ and in which Rg and R9, identical or different independently of each 
other, are selected from hydrogen, (Ci-C6)alkyl and aryl(Ci-C6)alkyl, 
15 and Xi, X2, X3, Ri, R2, A, Z, n and q are as defined hereinbefore. 

optionally, its optical isomers , N-oxides, and addition salts thereof with a 
pharmaceutically-acceptable acid or base. 

4- A compound according to claim 1 wherein : 

W2 represents a group selected from hydrogen atom, (Ci-C6)alkyl, aryl(CrC6)alkyl and 
20 (C3-C6)cycloalkyl(Ci-C6)alkyl, 

Wi represents an oxygen atom or a sulfur atom, 

Xi represents a -CH group, 

X2 represents a -CH group or a nitrogen atom, 

X3 represents a -CH group, 
25 and Ri, R2, A, Z, n and q are as defined in formula (I), 

optionally, its optical isomers , N-oxides, and addition salts thereof with a 

pharmaceutically*acceptable acid or base. 

5- A compound according to claim 1 wherein : 
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W2 represents a group selected from hydrogen atom, amino, mono(CrC6)alkylamino, 
di(Ci-C6)alkylamino, (Ci-C6)alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, aryl, aryl(Ci-C6)alkyl, 
and (C3-C6)cycloalkyl(Ci-C6)alkyl, 
W] represents an oxygen atom or a sulfur atom, 
5 Xi represents a nitrogen atom or a -CH group 
X2 represents a -CH group, 
X3 represents a -CH group, 

and Ri, R2, A, Z, n and q are as defined in fomiula (I), 

optionally, its optical isomers , N-oxides, and addition salts thereof with a 
1 0 pharmaceutically-acceptable acid or base. 

tf- A compound according to claim 3 wherein it represents a compound of formula (lA) : 




(I/A) 



in which: 

W3 represents -CR5 wherein R5 represents a hydrogen atom or a methyl group, 
15 X4 represents a nitrogen atom or -CR7 wherein R7 represents a hydrogen atom or a methyl 
group, 

n is an integer from 1 to 4 inclusive, 

and Xi, X2, X3, Ri, R2, A, Z and q are as defined in the formula (I), 
optionally, its optical isomers , N-oxides, and addition salts thereof with a 
20 pharmaceutically-acceptable acid or base. 

7- A compound according to claim 1 wherein : 
W2 represents a group (CrC6)alkyl, 
Wi represents an oxygen atom, 
Xi represents a -CH group, 
25 X2 represents a -CH group, 
X3 represents a -CH group. 
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and Ri, R2, A, Z, n and q are as defined in formula (I), 

optionally, its optical isomers , N-oxides, and addition salts thereof with a 
pharmaceutically-acceptable acid or base. 

8' A compound according to claim 1 wherein : 
5 A represents a group selected from phenyl, pyridyl, thienyl, imidazolyl, furyl, 
benzodioxolyl, benzodioxinyl, benzothienyl, benzofuryl, benzo-l,2,5-thiadiazolyl, benzo- 
1,2,5-oxadiazolyl and indolyl, 

q is an integer from 0 to 4 inclusive, 

the group(s) R2, which may be identical or different, are selected from hydrogen, 
10 (CrC6)alkyl, halogen, cyano, nitro, trihalogeno(CrC6)alkyl, -NRi4Rv5, -ORh, -SO2R14, 
-(CH2)kS02NRi4Ri5, -X5(CH2)kC(=0)OR,4, -(CH2)kC(=0)ORi4, -X5(CH2)kC(=0)NRi4Ri5, 
-(CH2)kC(=0)NRi4Ri5 and -X6-R16 in which : 

• X5 represents an oxygen atom, a sulfiir atom, or a -NH group, 

• k is an integer from 0 and 3 mclusive, 

15 • Ri4 and R15 identical or different, independently of each other, represent hydrogen or 

(CrC6)alkyl, 

• Xe represents an oxygen atom, 

• R16 represents a phenyl group which is optionally substituted with one or more 
groups, which may be identical or different, independently of each other, selected from 

20 (Ci-C6)alkyl, halogen, and hydroxyl, 

and Wi, W2, Xi, X2, X3, Ri, Z and n are as defined in formula (I), 

optionally, its optical isomers , N-oxides, and addition salts thereof with a 
pharmaceutically-acceptable acid or base. 

25 9' A compound according to claim 1 wherein : 

A represents a group selected from phenyl, pyridinyl, thienyl, imidazolyl, fiiryl, and 
benzodioxolyl, 
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q is an integer from 0 to 4 inclusive, 

the group(s) R2, which may be identical or different, independently of each other, are 
selected from hydrogen, (CrC6)alkyl, halogen, cyano, nitro, trihalogeno(CrC6)alkyl, 
-NR14R15, -OR14, -SO2R14, -(CH2)kS02NRi4Ri5, -X5(CH2)kC(=0)OR,4, 
5 -(CH2)kC(=0)ORi4, -X5(CH2)kC(=0)NRMRi5, and -(CH2)kC(=0)NRi4Ri5 in which : 

• X5 represents an oxygen atom, a sulfur atom, or a -NH group, 

• k is an integer from 0 and 3 inclusive, 

• Ri4 and R15, identical or different, independently of each other, represent hydrogen 
or(CrC6)alkyl, 

10 and Wi, W2, Xi, X2, X3, Ri, Z and n are as defined in formula (I), 

optionally, its optical isomers , N-oxides, and addition salts thereof with a 
pharmaceutically-acceptable acid or base. 

10' A compound according to claim 1 wherein : 

A represents a group selected from phenyl, imidazolyl, lH[l,2,3]triazolyl, and 
15 lH[l,2,4]triazolyl, 

q is an integer from 0 to 2 inclusive, 

the group(s) R2, which may be identical or different, independently of each other, are 
selected from hydrogen, -ORh, -Xa-Rie, and tri(Ci-C6)alkyl-Si-0- in which each alkyl is 
identical or different independently of each other, in which : 
20 • Ri4 represents hydrogen or (Ci-C6)alkyl, 

• Xe represents a single bond, 

• R16 represents a phenyl group 

and Wi, W2, Xi, X2, X3, Ri, Z and n are as defined in formula (I), 

optionally, its optical isomers , N-oxides, and addition salts thereof with a 
25 pharmaceutically-acceptable acid or base. 
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11' A compound according to claim 1 wherein n is equal to one, optionally, its optical 
isomers, N-oxides, and addition salts thereof with a pharmaceutically-acceptable acid or 
base. 

12' A compound according to claim 1 wherein Z represents a group -CR12R13 in which R12 
and Ri3 represent each a hydrogen atom, optionally, its optical isomers, N-oxides, and 
addition salts thereof with a pharmaceutically-acceptable acid or base. 

13" A compound accordmg to claim 1 wherein A represents a phenyl group or a 1- 
imidazolyl group optionally substituted by one group R2 as defined in the compound of the 
foraiula (I), optionally, its optical isomers, N-oxides, and addition salts thereof with a 
pharmaceutically-acceptable acid or base. 

14- A compound according to claim 13 wherein A represents a phenyl group optionally 
substituted by one group R2 as defined in the compound of the formula (I), optionally, its 
optical isomers, N-oxides, and addition salts thereof with a pharmaceutically-acceptable 
acid or base. 

IS' A compound according to claim 13 wherein A, R2 and q, took together, represent a 
/7ara-methoxyphenyl group, optionally, its optical isomers, N-oxides, and addition salts 
thereof with a pharmaceutically-acceptable acid or base. 

16" A compound according to claim 1 wherein : 

Ri represents hydrogen, (Ci-C6)alkyl or the group of formula : 



in which: 

• m is an integer from 0 to 3 inclusive, 

• Y represents -CR18R19. wherein Rig and R19 , identical or different independently of 
each other, represent a group selected firom hydrogen, (CrC6)alkyl, and phenyl, 

- and wherein when m is greater than or equal to 2, the hydrocarbon chain Y 
optionally contains one multiple bonds, 
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- and/or wherein when m is greater than or equal to 2,one of said -CRigRip may be 
replaced with a group selected from oxygen, -S(0)n3 wherein n3 is an integer from 0 
to 2 inclusive, and -NH-, 

• B represents a group selected from phenyl, pyridinyl, thienyl, imidazolyl, fiiryl, 
benzodioxolyl, benzodioxinyl, benzothienyl, benzofuryl, benzo-l,2,5-thiadiazoIyl, 
benzo-l,2,5-oxadiazolyl, naphtyl and indolyl, 

• r is an integer from 0 to 3 inclusive, 

• the group(s) Rn which may be identical or different, independently of each other, 
are selected from hydrogen, (Ci-C6)alkyl, halogen, cyano, nitro, trihalogeno(Ci- 
C6)alkyl, -NRuRis, -ORu, -SO2R14, -(CHaKSOzNRuRis, -X5(CH2)kC(=0)OR,4, 
-(CH2)kC(=0)ORi4, -X5(CH2)kC(=0)NRi4Ri5, -(CH2)kC(=0)NRi4Ri5 wherein : 

- k is an integer from 0 to 3 inclusive, , 

' Xs represents an oxygen atom, a sulfur atom, or a group -NH-, 

- Ri4 and R15, identical or different independently of each other, represent a 
hydrogen atom or a (Ci-C6)alkyl group, 

and Wi, W2, Xi, X2, X3, R2, Z, n and q are as defined m formula (I), 

optionally, its optical isomers , N-oxides, and addition salts thereof with a 

pharmaceutically-acceptable acid or base. 

77- A compound according to claim 1 wherein : 
Ri represents a group of formula : 



in which: 

• m is an integer from 0 to 3 inclusive, 

• Y represents -CR18R19, wherein Rig and R19 , identical or different independently of 
each other, represent a group selected from hydrogen and methyl, and 

- wherein when m is greater than or equal to 2, the hydrocarbon chain Y optionally 
contains one double bonds, 
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- and/or wherein when m is greater than or equal to 2,one of said -CR18R19 may be 
replaced with a group selected from oxygen, -S(0)n3 wherein n3 is an integer from 0 
to 2 inclusive, and -NH-, 

• B represents a group selected from phenyl, pyridinyl, thienyl, imidazolyl, furyl, and 
benzodioxolyl, 

• r is an integer from 0 to 3 inclusive, 

• the group(s) Rn which may be identical or different, independently of each other, 
are selected from hydrogen, (CrC6)alkyl, halogen, cyano, nitro, trihalogeno(Cr 
C6)alkyl, -NR,4Ri5, -ORu, -SO2R14, -(CH2)kS02NRi4Ri5, -X5(CH2)kC(=0)ORi4, 
(CH2)kC(=0)ORi4, -X5(CH2)kC(=0)NRi4Ri5, -(CH2)kC(=0)NRi4Ri5 wherein : 

- k is an integer from 0 to 3inclusive, 

- X5 represents an oxygen atom, a sulftir atom, or a group -NH, 

- Ri4 and R15, identical or different independently of each other, represent a 
hydrogen atom or a (Ci-C6)alkyl group, 

and Wi, W2, Xi, X2, X3, R2, Z, n and q are as defmed in formula (I), 

optionally, its optical isomers , N-oxides, and addition salts thereof with a 

pharmaceutically-acceptable acid or base. 

18' A compound according to claim 2 wherein W2 represents an oxygen atom, Wi 
represent a linear or branched (Ci-C6)alkyl group and R\ represent a group of fomiula : 



in which Y, B, Rn, m and r are as defined in the compound of formula (I), 

optionally, its optical isomers, N-oxides, and addition salts thereof with a 

pharmaceutically-acceptable acid or base. 

iP- A compoimd according to claim 18 wherein Ri represent a group of formula : 



in which m is equal to one, Y represents a methylene group, B represents a phenyl group 
which is optionally substituted by one group Rn which represents a group 




m 




m 
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(CH2)k-C(=0)ORi4 in which k and R14 are as defined in the compound of formula (I), 
optionally, its optical isomers, N-oxides, and addition salts thereof with a 
pharmaceutically-acceptable acid or base. 

20' A compound according to claim 3 wherein W3 represents a group -CR5 in which R5 is 
5 a hydrogen atom, X4 represents a nitrogen atom and Ri represents a group of formula : 




in which Y, B, R17, m and r are as defined in the compound of formula (lA), optionally, its 
optical isomers, N-oxides, and addition salts thereof with a pharmaceutically-acceptable 
acid or base. 

10 2i- A compound according to claim 20 wherein R\ represent a group of formula : 

in which m is equal to one, Y represents a methylene group, B represents a phenyl group 
which is optionally substituted by one group Rn which represents a group 
-(CH2)k-C(=0)OR]4 in which k and Ru are as defined in the compound of fonnula (lA), 
15 optionally, its optical isomers, N-oxides, and addition salts thereof with a 
pharmaceutically-acceptable acid or base. 

22- A compound according to claim 1 wherein R\ represent a group of formula : 




in which m is equal to one, Y represents a methylene group, B represents a phenyl group, r 
is equal to one, and R17 represents a group selected from (CH2)k-C(=0)ORi4, -(CH2)k- 
0Ri4, -(CH2)kC(=0)NRioRii, -(CH2)k-C(0)-OR2o, in which k, Rio, Rn, and Ru are as 
defmed in the compound of formula (I), and R20 represents a group -T-NRioRn, in which T 
represents a linear or branched (C2-C4)alkylene chain and Rio, and Rn are as defined in the 
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compound of formula (I), optionally, its optical isomers, N-oxides, and addition salts 
thereof with a phamiaceutically-acceptable acid or base. 

23- A compound according to claim 1, which is selected from : 

• methyl 4- (6- [3 -(4-methoxyphenyl)-prop- 1 -ynyl]- 1 -methyl-2,4-dioxo- 1 ,4- 
dihydro-2i/-quinazolin-3 -yhnethyl} -benzoate, 

• 4-[ 1 -methyl-2,4-dioxo-6-(3-phenyl-prop- 1 -ynyl)- 1 ,4-dihydro-2//-quinazolin-3- 
ylmethyl]-benzoic acid, 

• 4- {6-[3-(4-methoxy-phenyl)-prop- 1 -ynyl]- 1 -methyl-2,4-dioxo- 1 ,4-dihydro-2/f- 
quinazolin-3-ylmethyl} -benzoic acid, 

• 4-[l-methyl-2,4-dioxo-6-(3-phenyl-prop-l-ynyl)-l,4-dihydro-2//-pyrido[3,4- 
if|pyrimidin-3-ylmethyl]-benzoic acid, 

• 4- {6-[3-(4-methoxy-phenyl)-prop- 1 -ynyl] - 1 -methyl-2,4-dioxo- 1 ,4-dihydro-2^/'- 
pyrido[3,4-iflpyrimidin-3-ylmethyl}-ben2oic acid, 

• 4-benzyl-7-(3-phenyl-prop-l-ynyl)-4i/-[l,2,4]triazolo[4,3-<2]quinazolin-5-one, 

• 4-benzyl-7-[(4-methoxyphenyl)-prop- 1 -ynyl]-4//'-[ 1 ,2,4]-triazolo[4,3-fli] 
quinazolin-5-one, 

• methyl 4-{7-[3-(4-methoxy-phenyl)-prop-l-ynyl]-5-oxo-5Jy-[l,2,4]triazolo[4,3- 
a] quinazolin-4-ylmethyl} -benzoate, 

• 4-[5-oxo-7-(3-phenyl-prop-l-ynyl)-5//-[l,2,4]tria2olo[4,3-a]quinazolin-4- 
ylmethyl]-benzoic acid, 

• 4-( 1 -methyl-2,4-dioxo-6-(2-phenylethynyl)- 1 ,4-dihydro-2H-quinazolin-3- 
ylmethyl)-benzoic acid, 

• 3-(4-fluoroben2yl)-6-(3-phenyl-prop-l-ynyl)-l-methyl-l//-quina2olin-2,4-dione, 

• 3-(4-fluorobenzyl)-6-[3-(4-methoxyphenyl)-3-oxo— prop- 1 -ynyl)- 1 -methyl- 1//- 
quina2olin-2,4-dione, 

• methyl 4-[l -methyl-2,4rdioxo-6-(3-phenyl-prop- 1 -ynyl)- 1 ,4-dihydro-2//- 
quinazolin-3 -ylmethyl] -benzoate, 

• 3-(4-fluorobenzyl)-6-[3-(4-methoxyphenyl)-prop- 1 -ynyl]- 1 -methyl- 1/f- 
quinazolin-2,4-dione, 

• 3-(3-chloro-benzyl)-l-methyl-6-(3-phenyl-prop-ynyl)-l//-quinazoline-2,4-dione, 
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• 3-(3-fluoro-ben2yl)-l-methyl-6-(3-phenyl-prop-l-)aiyl)-17y^^ 
dione, 

• 3-(4-ChIoro-benzyl)- 1 -methyl-6-(3 -phenyl-prop- 1 -ynyl)- li/-quinazoline-2,4- 
dione, 

• 3-(4-bromo-benzyl)-l-methyl-6-(3-phenyl-prop-l-ynyl)-li/-quinazolme-2,4- 
dione, 

• 3-(3,4-difluoro-benzyl)-l-methyl-6-(3-phenyl-prop-l-ynyl)-lif-quinazolin^ 
dione, 

• tert-hutyl 4-[6-(3 -biphenyl-4-yl-prop- 1 -ynyl)- 1 -methyl-2,4-dioxo- 1 ,4-dihydro- 
2//-quinazolin-3-ylinethyl]-beiizoate, 

• tert'bntyl 4- {6-[3-(4-fluoro-phenyl)-prop- 1 -ynyl]- l-methyl-2,4-dioxo- 1 ,4- 
dihydro-2//-quinazolin-3 -ylmethyl } -benzoate, 

• 4-[6-(3 -imidazol- 1 -yl-prop- 1 -ynyl)- 1 -methyl-2,4-dioxo- 1 ,4-dihydro-2//- 
quinazolin-3-ylmethyl] -benzoic acid - trifluoro-acetic acid, 

• 3-(3,4-difluoro-benzyl)-6-(3-imidazol- 1 -yl-prop- 1 -ynyl)- 1 -methyl- IH- 
quina2oline-2,4-dione, 

• 2-dimethylaniino-ethyl 4-[ 1 -methyl-2,4-dioxo-6-(3-phenyl-prop- 1 -ynyl)- 1 ,4- 
dihydro-2/r-qiiinazolin-3-yhnethyl]-benzoate, 

• 4-(6- {3 - [4-(^er/-butyl-dimethyl-silanyloxy)-phenyl] -prop- 1 -ynyl } - 1 -methyl-2,4- 
dioxo- 1 ,4-dihydro-2/f-quinazolin-3-ylniethyl)-benzoic acid, 

• A^-dimethyl-4-[ 1 -methyl-2,4-dioxo-6-(3-phenyl-prop-l -ynyl)- 1 ,4-dihydro-2iy- 
quinazolin-3-ylmethyl]-benzamide, 

• 1 -methyl-6-(3-phenyl-prop- 1 -ynyl)-3-[4-(piperidine- 1 -carbonyl)-benzyl]- l/f- 
quinazoline-2,4-dione, 

• iV^ethyl-4-[l-niethyl-2,4-dioxo-6-(3-phenyl-prop-l-ynyl)-l,4-dihydro-2//'- 
quinazoHn-3-ylmethyl]-benzamide, 

• 6-[3-(4-chloro-phenyl)-prop-l-ynyl]-3-(3,4-difluoro-benzyl)-l-methyl-l//- 
quinazoline-2,4-dione, 

• 3-(3-chloro-ben2yl)-6-[3-(4-chloro-phenyl)-prop-l-ynyl]-I-methyl-l/?- 
quinazoline-2,4-dione, 

• 3-(4-hydroxymethyl-benzyl)- 1 -methyl-6-(3-phenyl-prop-l -ynyl)- 1//- 
quina2oline-2,4-dione. 
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• l-methyl-3-[4-(4-methyl-pipei^ine-l-carbonyl)-ben2yl]-6-(3-phenyl-prop^ 
ynyl)- l//'-quina2oline-2,4-dione, 

• A/;7S^bis-(2-hydroxy-ethyl)-4-[l-methyl-2,4-^ioxo-6-(3-phenyl^^ 
dihydro-2//-quinazolin-3-ylmethyl]-benzaimde, 

5 • 3 -(3,4-difluoro-benzyl)-6-[3-(4-fluoro-phenyl)-prop-l -ynyl]- 1 -methyl- IH- 

quinazoline-2,4-dione, 

• 3-(3,4-difluoro-ben2yl)-l-methyl-6-(3-[l,2,3]triazol-l-yl-prop-l-y^^^ 
quinazoline-2,4-dione, 

• 3-(3,4-difluoro-benzyl)-l-methyl-6-(3-[l,2,4]triazol-l-yl-prop-l^ 
1 0 quinazoline-2,4-dione, 

• 3-(3,4-dichloro-beiizyl)- 1 -methyl-6-(3-[ 1 ,2,4]triazol- 1-yl-prop- 1 -ynyl)-lif- 
quinazoline-2,4-dione, 

• and 3-(3,4-dichloro-benzyl)- 1 -methyl-6-(3-phenyl-prop- 1 -ynyl)- l//-quinazoline- 
2,4-dione. 

IS 24' A process for the preparation of compounds according to claim 1 in which uses as 
starting material a compound of formula (II): 




O 

in which Ri, Wi, W2, Xi, X2 and X3 have the same definitions as the compounds of 
fonnula (I), and Ti represents a group selected from hydrogen, halogen, mesylate, triflate, 
20 formyl, acetyl, and ester, 

compound of formula (II) which is treated : 

❖ either when Ti represents an halogen atom, a mesylate group, or a triflate group, in 
the presence of a base under conditions of palladium-catalyzed alkynylation with a 
compound of formula (HI): 
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in which A, Z, R2, q and n are as defined for the compounds of formula (I), 
to yield the compounds of formula (I), 




(D 



5 ❖ or when Ti represents an hydrogen atom, with iodine to yield in situ the 

corresponding iodide intermediate, which is treated directly without isolation or 
purification, with a compound of formula (III) as described hereinbefore, under conditions 
of palladium-catalyzed alkynylation in the presence of a base, 
to yield the compounds of formula (I), 



10 



15 



❖ or when Ti represents an iodine atom, with 2-trimethylsilylacetylene under 
conditions of palladiimi-catalyzed alkynylation in the presence of a base, to yield the 
compounds of formula (IVa): 




W 



(IVa) 



in which Ri, Wi, W2, Xi, X2 and X3 are as defined hereinbefore, 

and subsequently treated the compound of formula (IVa) with a strong base in polar 
solvant, to yield the free alcyne compound of formula (IV): 
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X, .N^W, 




(IV) 



in which Ri, Wi, W2, Xj, X2 and X3 are as defined hereinbefore, 



10 



❖ or when Ti represents an acetyl group, first with lithium diisopropylamine at -78°C 
in an inert solvent to provide an enolate, second with diethyl chlorophosphate and 
subsequently with lithium diisopropylamine, to yield also a compound of formula (IV): 




(IV) 



in which Ri, Wi, W2, Xi, X2 and X3 are as defined hereinbefore, 

and condensing the compound of formula (IV), in the presence of triphenylphosphin and 
PdCl2(PPh3)2, under basic conditions to a compound of formula (V): 




(Z)„ 



(V) 



in which A, Z, R2, q and n are as defined hereinbefore and G represents a leaving group, 
to yield the compound of formula (I), 



(D 




❖ or when Ti represents an ester group, with a reductive agent, to yield the 
15 corresponding aldehyde compound of formula (VI): 
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0 



in which Ri, Wi, W2, Xi, X2 and X3 are as defined hereinbefore, 
and subsequently : 

• either condensing said compound of formula (VI), in basic conditions, with 
5 diazomethyl trimethyl silane or with diazomethyl diethoxy phosphonate, to yield, 

after basic treatment, a compound of formula (IV) as defmed hereinbefore : 




and adding said compound of formula (IV) to a compound of formula (V) as 
described hereinbefore : 



10 




in which R2, A, Z, q, n and G are as defmed hereinbefore, 
to yield the compound of formula (I), 



• or reacting, said compound of formula (VI), with tetrabromomethane in the presence 
of triphenylphosphine in an aprotic solvent to yield a compound of formula (VII) : 




(VII) 



in which Ri, Wi, W2, Xi, X2 and X3 are as defined hereinbefore. 
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and dehalogenating said compound of formula (VII) throug treatment with a strong 
base in an inert solvent, or with butylUthium in presence of triphenylphosphine and 
zinc, to yield the compound of formula (IV) as defined hereinbefore, 
and reacting said compound of formula (IV) with a compound of formula (V) as 
defined in the previous step to yield a compound of a general formula (I): 




which constitute the compoxmds of the invention, which are purified, where appropriate, 
according to a conventional purification technique, which are separated, where appropriate, 
into their different isomers according to a conventional separation technique, and which 
are converted, where appropriate, into addition salts thereof with a pharmaceutically- 
acceptable acid or base. 

25- A process for the preparation of compounds according to claim 1 wherein it is used as 
starting material a compoxmd of formula (II/A) : 




(n/A) 



0 

in which Ri, Wi, W2, Xj, X2 and X3 have the same definitions than in the compounds of 
formula (I), and T'l represents a group selected from halogen, mesylate, and triflate, 

compound of fonnula (Il/a) which is condensed, in the presence of 
dichlorobis(triphenylphosphine)paUadium, cupper iodide and iy;7\r -diisopropylethylamine 
in dimethylformamide, on a compound of formula (EI): 
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in which A, Z, R2, q and n are as defined in the compounds of formula (I), 
to yield the compounds of formula (I), 




(D 



wherein Wi, W2, Xi, X2, X3, Ri, R2, A, Z, n and q are as described in claim 1. 

5 2^ A process for the preparation of compounds according to claim 2 comprising the 
following step : 

• reacting as starting material, a compound of formula (H/A) : 




(n/A) 



0 



in which Wi represents an oxygen atom, W2 represents a (Ci-C6)alkyl group, Xj 
10 represents a -CH group, X2 represents a nitrogen atom or a -CH group, X3 represents a - 

CH group, and Ti represent a iodine atom or a triflate group, and Ri represents a group 
of formula : 




in which Y represents a methylene group, m is equal to one, B represents a phenyl 
15 group, Ri7 is as defined in the compound of formula (T) and r is equal to one. 



• with, as reagent, a compound of formula (III) : 




in which Z represents a methylene group, n is equal to one, A is a phenyl group, q is 
equal to zero or one, and R2 is as defined in the compound of formula (I), 
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to yield a compound of fonnula (I/a), which constitutes a particular subgroup of the 
compounds of formula (I): 

W, 



a/a) 




in which W2, X2, R2, q and Rn are as defined hereinbefore. 



27- Intermediate compound of fonnula (IV) : 



wherein Wi, W2, Xi, X2, X3, Ri and R2 are as described in claim 1. 



28' Intermediate compoxmd of formula (VI) : 

W 

O 

10 wherein Wi , W2, Xi , X2, X3 and Ri are as defined in claim (I). 



29' Intermediate compound of formula (H/A) : 




(n/A) 
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wherein : 

Wi represents an oxygen atom, a sulfur atom, or a -NR3 group in which R3 represents 
hydrogen atom, (CrC6)alkyl, hydroxyl or cyano, 

W2 represents a group selected from : 

• hydrogen atom, trifluoromethyl, amino, mono(CrC6)alkylamino, 
di(C rC6)alkylamino, 

• {CrC6)alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, aryl, aryl(Ci-C6)alkyl, 
cycloalkyl(Ct-C6)alkyl, 5- or 6-membered monocycle heteroaryl, and 5- or 6- 
membered monocycle heterocycloalkyl, each of these groups being optionally 
substituted by one to four groups, which may be identical or dififerent independently 
of each other, selected from halogen, amino, mono(Ci-C6)alkylamino, 
di(Ci-C6)alkylamino, cyano, trihalogeno(CrC6)alkyl, (CrC7)acyl, -C(=0)0R4, 
-OR4 and -SR4, wherein R4 represents a hydrogen atom or a (CrC6)alkyl group, 

Ti represents a halogen atom, 

and Ri, X], X2, and X3 are as defined in the compounds of formula (I). 

30' A method for treating a living body afflicted with a disease where the inhibition of type 
-13 matrix metalloprotease is involved, comprising the step of administering to the living 
body an amount of a compound of claim 1 which is effective for alleviation of said 
conditions. 

31' A method for treating a living body afflicted with a disease selected from arthritis, 
rheumatoid arthritis, osteoarthritis, osteoporosis, periodontal diseases, inflammatory bowel 
disease, psoriasis, multiple sclerosis, cardiac insufficiency, atherosclerosis, asthma, chronic 
obstructive puhnonary disease, age-related macular degeneration, and a cancer, comprising 
the step of administering to the living body an amount of a compound of claim 1 which is 
effective for alleviation of said conditions. 
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52- A pharmaceutical composition comprising as active ingredient an effective amount of a 
compound as claimed in claim 1, alone or in combination with one or more 
pharmaceutically-acceptable excipients or carriers. 

33' A pharmaceutical composition useful in the method of Claim 31 comprising as active 
5 ingredient an effective amount of a compound as claimed in claim 1, together with one or 
more pharmaceutically-acceptable excipients or carriers. 

34' Use of a compound according to Claim 1, for the preparation of a medicinal product 
intended for treating a disease involving therapy by inhibition of type- 13 matrix 
metalloproteases. . 

10 55- Use according to Claun 34, characterized in that the disease is arthritis, rheumatoid 
arthritis, osteoarthritis, osteoporosis, periodontal diseases, inflammatory bowel disease, 
psoriasis, multiple sclerosis, cardiac insufficiency, atherosclerosis, asthma, chronic 
obstructive pulmonary disease, age-related macular degeneration, and a cancer. 

5d- Use according to Claim 34, characterized in that the disease is arthritis. 

15 57- Use according to Claim 34, characterized in that the disease is osteoarthritis. 

38- Use according to Claim 34, characterized in that the disease is rheumatoid arthritis. 



INTERNATIONAL SEARCH REPORT 



tntemati^BAAoplicatJon No 

PCT/EP 02/12194 



A. CLASSIFICATION OF SUBJECT MATTER , , , , . 

IPC 7 C07D239/96 C07D487/04 A61K31/51 A61P19/02 C07D471/04 
//(C07D471/04 , 239 : 00 , 221 : 00 ) , (C07D487/04 , 249 : 00 ,239 : 00 ) 

Acconling to IntemaUonal Patent Classiiicallon (IPC) or to both nalional classlHcallon and IPC 

B. HEtPS SEARCHED 

Minimum documentalion searched (classification system followed by dassificalion symbols) 

IPC 7 C07D A61K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the International search (name of data base and. where practical, search terms used) 

CHEN ABS Data 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category " Citation of document, with Indication, where appropriate, of the relevant 



Relevant to daim No. 



us 4 818 819 A (E. C. TAYLOR, G. 
WONG) 4 April 1989 (1989-04-04) 
claim 9 



S. K. 



US 4 902 796 A (E. C. TAYLOR, G. S. K. 
WONG) 20 February 1990 (1990-02-20) 
Claim 1 

US 5 646 141 A (M. D. VARNEY, W. H. 
ROMINES) 8 July 1997 (1997-07-08) 
* Compounds of formula V * 

_/~ 



1-19 



1-19 



1-38 



1 Further documents are listed In the continuation of box C. 


[y j Patent family members are listed in annex. 


* Special categories of cited docunrients : 

*A* document defining the general state of the art which is not 

considered to be of particular relevance 
*£' earlier document but published on or after the international 

filing date 

'L* document which nwiy throw doubts on priority daim(s) or 
which is cited to establish the publication dale of another 
citation or other special reason (as specified) 

'O* document referring to an oral disclosure, use, extiibitlon or 
other means 

'P' document published prior to the Iniematlonal filing date but 

later lhan the priority date claimed 


'T' later document pubBshed after the Intemallonal filing date 
or priority date and not In conflict with the application but 
dted to understand the principle or theory underlying the 
invention 

'X' document of particular relevance: the claimed Invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

•Y* document of particular relevance; the claimed invention 
cannot be considered to Involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the ari. 

'&* document member of the same patent fandly 


Date of the actual completion of the international search 


Dale of mailing of the intemational search report 


23 January 2003 


10/02/2003 


Name and mailing address of the ISA 

European Patent Office. P.B. 5818 Patentlaan 2 
NL - 2280 HV RljSwqK 
TeL (+31-70) 340-2040. Tx. 31 651 epo nl. 

Fax: (+31-70)340-3016 


Authorized officer 

Herz, C 



f^rm PCT/iSA/210 (second sheet) (July 1992) 



page 1 of 2 



INTERNATIONAL SEARCH REPORT 



Intematii^AADpllcatlon No 

PCT/EF 02/12194 



C^ConUnuatlon) DOCUMENTS CONSIDERED TO BE RELEVANT 



2 



Categoiy* 


Citation of document, witit Indcation.where appropriate, of the relevant passages 


Relevant to claim No. 


A 


PATENT ABSTRACTS OF JAPAN 
vol. 12, no. 1998, 

A * 1. ••AAA / ■« A A A n f% ^ H \ 

31 October 1998 (1998-10-31) 

& JP 10 195063 A (DAIICHI SEIYAKU CO., 

LTD.), 28 July 1998 (1998-07-28) 

* Compounds of formula I * 

abstract 


1-38 


P,X 


WO 02 064080 A (WARNER-LAMBERT CO.) 
22 August 2002 (2002-08-22) 
page 129 -page 135 


1-38 


P,X 


P. KOTSONIS ET AL.: "Structural Basis for 

Pterin Antagonism in N1tr1c-ox1de 

Synthase" 

J. BIOL. CHEM., 

vol. 276, no. 52, 

28 December 2001 (2001-12-28), pages 
49133-49141, XP002219871 
* Table II, no. 34 * 


1-19 


X 


EP 0 265 126 A (THE TRUSTEES OF PRINCETON 
UNIVERSITY) 27 April 1988 (1988-04-27) 
Claim 11; examples 4,5,8 


1-19 


X 


MO 98 26664 A (E.I. DU PONT DE NEMOURS AND 
COMPANY) 25 June 1998 (1998-06-25) 
cited 1n the application 
claim 1 


1-19 


X 


E. C. TAYLOR, P. S. RAY: Tteridines. 51. 
A New and Unequivocal Route to C-6 
Carbon-Substituted Pterins and Pteridlnes" 
J. ORG. CHEM., 
vol . 52, no. 18, 

4 September 1987 (1987-09-04), pages 
3997-4000, XP001062678 
* Scheme I * 


1-19 


X 


E. C. TAYLOR, G. S. K. WONG: "Convergent 
and Efficient Palladium-Effected Synthesis 
of 5 , 10-Di deaza-5 ,6 ,7 ,8-tetrahydrof ol 1c 
Acid (DDATHF)" 
J. ORG. CHEM., 
vol. 54, no. 15, 

21 July 1989 (1989-07-21), pages 
3618-3624, XP002228370 
* Compounds 14 & 15 * 


1-19 



Foon PCT«SM/2I0 (oenUnuation at aaoond shaol) (July 1992) 



page 2 of 2 



INTERNATIONAL SEARCH REPORT 

iniwnanon on paieni lamiiy meinbers 


InternatiMMAppllcatlon No 

PCT/EP 02/12194 


Patent document 
cited in search report 


Publication 
date 


Patent family 
member(s) 


Publication 
date 



us 4818819 



04-04-1989 



US 4902796 



20-02-1990 



US 5646141 



08-07-1997 



AT 




1 i;.nA~iQOA 

X D U*T XjfjfH 




1J01157 Al 


l7 UD l77t 


PA 


loJ^xD? Ml 


97_nQ-lQQ4 

C./ \jy l77*# 


PA 


j.oJ£i/U Ml 


97-00-1004 


HF 
uc 


3789599 Dl 


IQ^nc.iQOA 

Xi7 \JD l77*T 


HP 




91-07-1004 

^1 U/ Xi774 


pp 


n^fiRI 9A A 9 
Uc0^4^^ ^M^ 


97-04-1 Oftft 


F^ 


9nA9d]Qi; T'^ 
25fll8'6> ;B2 


ni -01 *i ooR 


JP 


27-11-1996 


JP 


8119966 A 


14-05-1996 


.IP 


/ ; llU,^4>^M> D 


1 0-07-1 QOfi 
XU U/ X77D 


.IP 


U 0 X X — Xiif 


IP 

ill 


0010;j30U M 




lie 




90-01-1001 

c.y UX X77I 


IK 


AQn97QA A 


90-09-1000 


IK 


4oloCl7 M 


04-04-1 QAO 


AT 
nl 


104907 T 
1U4^7/ 1 


1 J;-04-1004 
X3 UH X77H 


PA 


17nTTi;7 Al 


1 0-0 K^— 1009 
X7— UO X277fc 


PA 


l'^^9TM Al 


97-00-1004 


PA 


T3Q9i7n Al 
loa^l/U Ml 


97-00-1004 

t/ UJ7 1I77*T 


UL 


UX 


lQ-OR-1004 

X7 \JD X77H 


nr 
uc 


"^700^00 T9 


91-07-1004 

£.1 \Jf X77H 


pp 


n9fit^l9fi A9 


97-04-1 Oftft 


ES 


2062985 T3 


01-01-1995 


JP 


2558086 B2 


27-11-1996 


.IP 


A11QQf>ft A 
Oll^^OO n 


i4-ot;-ioofi 


.IP 




1 0-07-1 OOfi 
XU u/ lyyv 


.IP 


710*^190 R 


OR-l 1-1 00^ 

UO 1 X 177«/ 


.IP 
ur 


/\'^1R'^Rftn A 


9Q-07-10Rft 

^0 U/ 1700 


IK 


^QQQQl Q A 


90-01-1001 

£9 UX X771 


IK 




04-0 '^-^ 1007 

U4 UO X77/ 


AT 

n 1 




ic.i 0-9001 

XD XU ^UUl 


All 
nU 


AQ710Q 09 


94-00-1 OOR 

U7 l770 


All 
nU 




9?-0?-100fi 

C.C \JC. 177U 


PA 


91QK;A9n Al 

cx^ohcm ax 


OR-09-lQQI^ 


PM 
Lli 


1 i{;ai 1 n a r 

XX3411U A yU 


00-07-1007 

U7 U/ X77/ 




AQc;99Q4R m 


oi-i 0-9001 

01 XU cUUl 


np 


l\0i;99Q4R T9 


90-0*^-9009 

L.O UO ^UU£ 


n^ 


77904*^ T9 


04-0'^-?00P 

U4 UO £.UU^ 


pp 
Lr 


077*^04'^ Al 


91-0s;-1007 

£1 UO l77f 


pe 


91fi9Q'^'^ T*^ 


ifi-oi-poop 


CT 

r 1 


070*^17 A 
7/U«3X/ A 


OR-O'^-lOO? 
UO UO Lyyi 


.IP 
ur 




Q7-04-10QR 
U/ UH X770 


111/ 




12-03-1997 


NZ 


290703 A 


25-11-1998 


PT 


773943 T 


30-01-2002 


RU 


2152945 C2 


20-07-2000 


SI 


773943 Tl 


31-12-2001 


TW 


432062 B 


01-05-2001 


WO 


9603406 Al 


08-02-1996 



JP 10195063 A 28-07-1998 NONE 



WO 02064080 6 A NONE 

EP 265126 A 27-04-1988 US 4818819 A 04-04-1989 

FOrni PCT/ISAeiO (ptttM tamiV annm) (July IMS) 



page 1 of 2 



INTERNATIONAL SEARCH REPORT 

IIIIOT*ll«niWII W«i Ko%«nt family members 



Intematlc^HAppllcatlon No 

PCT/EP 02/12194 



Patent document 
dted in search report 



Put)lication 
date 



Patent family 
meml>er(8) 



EP 265126 



AT 
CA 
CA 
CA 
DE 
DE 
EP 
ES 
JP 
JP 
JP 
JP 
JP 
US 
US 



104297 T 
1301157 Al 

1332169 Al 

1332170 Al 
3789599 01 
3789599 T2 
0265126 A2 
2062985 T3 
2558086 B2 
8119968 
2069536 
7103120 B 

63183580 A 
4988813 
4902796 



A 
C 



A 
A 



WD 9826664 



25-06-1998 



AU 
BR 
EP 
JP 
WO 



5380398 
9714222 



0946095 Al 
2002513394 T 
9826664 Al 



F>ubiication 
date 



15-04-1994 
19-05-1992 
27-09-1994 
27-09-1994 

19- 05-1994 
21-07-1994 
27-04-1988 
01-01-1995 

27- 11-1996 
14-05-1996 
10-07-1996 
08-11-1995 

28- 07-1988 

29- 01-1991 

20- 02-1990 



15-07-1998 
18-04-2000 
06-10-1999 
08-05-2002 
25-06-1998 



fam PCT/ISA/atO (patent lami^ am«) (JuV 1882) 



page 2 of 2 



